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Catalyst Trial Overview and the Role of Mifepristone, a
Competitive Glucocorticoid Receptor Antagonist, in Improving
Diabetes Mellitus Type 2 Control.

The majority of incidentally discovered adrenal tumors
are benign adrenocortical adenomas, and the prevalence of
adrenocortical adenomas is around 1-7% on cross-sectional
abdominal imaging. These can be non-functioning adrenal
tumors or they can be associated with autonomous cortisol
secretion on a spectrum that ranges from rare clinically
overt adrenal Cushing syndrome to the much more prevalent
mild autonomous cortisol secretion (MACS) without signs
of Cushing syndrome. MACS is diagnosed (based on an
abnormal overnight dexamethasone suppression test) in
20-50% of patients with adrenal adenomas. MACS is
associated with cardiovascular morbidity, obesity, fragility
fractures, decreased quality of life, HTN, and DM type 2
and increased mortality. Management of MACS should
be individualized based on patient characteristics and may
include adrenalectomy, medications that counteract increased
cortisol secretion, or conservative follow-up with treatment of
associated comorbidities. Identifying patients with MACS who
are most likely to benefit from adrenalectomy or medications
is challenging, as adrenalectomy or medications that
counteract increased cortisol secretion result in improvement
of cardiovascular risk factors, DM, etc., as per recent studies
in patients with MACS. The new studies showed promising
results in the treatment of uncontrolled DM type 2 with
corticosteroid receptor blockers.

It surprised us how common MACS was: it was diagnosed in
nearly half the patients with a benign adrenal incidentaloma.
Notably, 70% of patients with MACS were women, most of
whom were postmenopausal (over 50 years old).

Compared to those without MACS, it was found that patients
with MACS were more likely to have hypertension and to need
three or more anti-hypertensive medications to control their

blood pressure. Among patients with type 2 diabetes, those with
MACS were twice as likely to be insulin-dependent, suggesting
that other medications haven’t effectively managed their blood
sugar levels. Analysis of urine steroids in patients with MACS,
compared to those with normal Img-DST results, showed
increased excretion of cortisol and related metabolites. In
contrast, the excretion of androgen metabolites was decreased
in patients with MACS. Since adrenal androgen production is
stimulated by adrenocorticotropic hormone (ACTH), this likely
relates to cortisol’s negative feedback on the pituitary, reducing
ACTH secretion. Only a minority of patients with adrenal
incidentalomas are referred to an endocrinologist and undergo
an optimal work-up to exclude MACS. Just one in six patients
underwent a 1mg-DST in a recently published population-
based study. If left undiagnosed, patients with MACS are at
risk of developing adverse cardiometabolic consequences and
presenting with poorly controlled hypertension and type 2
diabetes, as well as obesity and Osteopenia/ Osteoporosis. So-
called Big 4. If patients have those four conditions, it is very
reasonable to screen for MACE using a 1 mg Dexamethasone
suppression test.

Considering that around two out of three of these patients are
women, MACS is potentially a key contributor to women’s
metabolic health, particularly after menopause. MACS
progresses to Cushing syndrome in less than 1% of patients.
These are, according to current understanding, two distinct
pathophysiological processes[1,2].

Certain Populations Have Higher Rates of Hypercortisolism
e While incidence of hypercortisolism in the general
population is low, recent data suggest a higher prevalence
in those with certain risk factors.
e Screening for hypercortisolism should occur in patients
who have multiple risk factors
- Increased pre-test probability of hypercortisolism
- Better positive predictive value of the screen
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e If pre-test probability for hypercortisolism is high, further evaluation is recommended even with normal results?
Pathogenesis of HTN in patients with MACS is discussed below[3].

Elevated Cortisol Pathophysiology
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Hypercortisolism Observed in 1 in 3 Patients With
Difficult-to-Treat Hypertension

Data Presented at ADA Scientific Sessions, 2024

Odds

Ratio 95% CI

Univariate Logistic Regression Model

= 2 antihyperglycemic + L )
z 2 antihypertension medications . " 1811 1400, 249

2 2 antihyperglycemic medications +
2 1 micro/macrovascular complication

—a— 1.654 1.242,2.202

=z 3 antihyperglycemic medications —a— 1.351 0.984, 1.856

Insulin + any other

antihyperglycemic medications —a— 0.947 0.696, 1.289
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Prevalence of hypercortisolism in patients with
difficult-to-control T2D and on 2 3 antihypertensives: 35.4%

T2D, type 2 diabetes
onseca V. B4th Annual ADA Scentdic Sessons, 2024 Presentabon 2404

Hyperglycemia Secondary to Hypercortisolism: A Commonly Missed Diagnosis of Difficult- to-Treat T2DM
Some Patients with Hypercortisolism Present with Classic Phenotypic Features of Cushing Syndrome

*  Easy bruising

e Facial plethora

e Proximal myopathy (or proximal muscle weakness)

*  Striae (especially of reddish purple and >1 cm wide) Dorsocervical fat pad (“buffalo hump”)

e Facial fullness

e Obesity
*  Supraclavicular fullness
e Acne

e Hirsutism
J Medical Case Repo; 2025 www.unisciencepub.com Special Issue | 2 of 16




DTC = Difficult to Control

Original publication: Bulletin
of the Johns Hopkins Hospital,
1932. Reprint: Obes Res, 1994.
Accessed November 21, 2022.
doi:10.1002/j.1550-

8528.1994 . tbh00097.x

Most Individuals with Hypercortisolism Present without
Classic Phenotypic Features: Big Four

*  Type 2 Diabetes (DTC) We are discussing MACS, which is a distinct process from
*  Hypertension (DTC) Cushipg syndrome (CS) and progresses to CS in only 0.27%
+  Obesity (visceral) of patients.

e Osteoporosis/ o .

o Fractures How Does Hypercortisolism cause Hyperglycemia?

SUMMARY: GLUCOCORTICOIDS AND IMPAIRED GLUCOSE TOLERANCE

ADIPOCYTE Disrupted Circadian Rhythm
(IR)
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With the addition of the Cortisol role, the pathogenesis of type 2 DM looks like having 9 pathogenetic arms- Ominous Octet

esis 4
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Further studies confirm the role of gut microbiota and decreased secretion of Amylin in the pathogenesis of DM type 2 so we can
add 2 more pathogenetic mechanisms[4,5].

40 million Americans have T2DM

~25% have A1c > 8.0%

10 million Americans

~50% are on > 2-3 OHAs
*+ insulin

5 million Americans

~25% have hypercortisolism

1.125 million Americans

Hypercortisolism was not frequently screened in patients with difficult-to-control DM type 2 and HbAlc between 7.5% and
11.5% because they did not have classical physical signs suggestive of Cushing syndrome. Patients with hypercortisolism
(MACS) have increased Cardiovascular, cardiometabolic, and adverse renal risk factors as discussed [6,7].

The patient was not overtly affected by Cushing’s syndrome, but instead had MACS, which comprised the population of the
CATALYST TRIAL. In the first part of the trial, the prevalence of hypercortisolism in difficult-to-control DM type 2 was
discussed, and in the second part, whether the treatment of hypercortisolism with competitive glucocorticoid receptor antagonist
Mifepristone can improve the control of DM type 2 [8,9].
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Patients With Hypercortisolism Have High Rates of

Cardiometabolic Risk Factors

Cardiometabolic Comorbidities in 628 Patients With Hypercortisolism
50 P<.05 - Cortisol-producing adrenal adenomas
42.8 - Neonfunctioning adrenal adenomas
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T2D Metabolic Syndrome Mi Stroke
Petramala L, et al. Endocrine . 2020,70-150-163

What Happens If We Do Not Treat Hypercortisolism?

Elevated serum cortisol is In patients with elevated

associated with
= Microalbuminuria in T2D!"l

* All-cause mortality in
end-stage kidney disease!?

= Endothelial dysfunction!®

Patients with resistant
hypertension are at
increased risk for CV death,
MI, and strokel*]

cortisol, medical therapy did
not improve blood pressure,
whereas unilateral
adrenalectomy brought
about significant

reductions in CV
abonrmalities!®!

A Multidisciplinary Approach Is Important in Managing

Patients With Hypercortisolism

Atypical Signs of
Hypercortisolism('2] Include the nephrologist, as
renal function can be

T2D negatively impacted34]

= Difficult-to-control glucose

= Multiple antihyperglycemic medications Hypercortisolism may cause

= Podocyte damage
Hypertension * Glomerulosclerosis
= Resistant hypertension = Reduced eGFR
= Multiple antihypertensive medications
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New Prevalence Data for Hypercortisolism: CATALYST A 2-part, phase 4 study conducted in 36 sites in the United
Trial States to screen >1000 patients
Part 1 Aim: provide a robust estimate of the prevalence of
hypercortisolism among patients with difficult-to-control T2D

Endogenous hypercortisolism is a potential underlying
I driver of T2D

TR e *  Hypercortisolism is a recognized contributor to type 2
diabetes, metabolic syndrome, and cardiometabolic risk
e Part 1: What is the prevalence of hypercortisolism in

HyperCortisoIlsm in PAT ients with Difficult-to-control Type 2 individuals with difficult-to-control type 2 diabetes?
DIAbates Despite Receiving Standard-of-care Therapies: e Part 2: Can treatment with a cortisol-directed therapy
Preval.ence and Treatment with KorlY m® (MifepriS T one) improve glycemia in patients with type 2 diabetes?

CATALYST Rationale

Diabetes mellitus

Osteoporosis

1
2
3
4

.| Osteoblast number & function

. Osteoclast stimulation — 1 bone resorption

. Osteocyte impairment & apoptosis

. Coexistence of hypogonadism, inhibition of
calcium resorption in the intestine, &

. increased calcium excretion in the kidneys

. Stimulation of hepatic gluconeogenesis
Inhibition of hepatic & skeletal muscle
insulin sensitivity
Coexistence of metabolic syndrome,
dyslipidemia, & impairment of protein
metabolism

N =

w

Obesity

1. 1 Pre-adipocyte to adipocyte differentiation
. 2. | Amino acid uptake

i 3. | GLUT4 translocation

4. | Lipogenesis & 1 lipolysis

5. 1 Appetite

ngh blood pressure Ii i

. High cortisol levels saturate renal
11B3-HSD2 > cortisol can bind to the MR,
leading to hypertension

. 1 Pressor response to angiotensin Il

. 1 Sensitivity of R-adrencreceptor to 5 <| Cardiovascular disease I_
4 ?é:g::g{;:ﬁemgs —| Dyslipidemia l— _ 1 Number of carotid plaques

P 2. Worse mid-wall systolic movement, left ventricular
1. 1 Gluconeogenesis

2. 1 Lipoprotein secretion & fatty 3
acid synthesis

3. 1 Hepatic glucose output &
insulin resistance

4. 1 Liver steatosis

| [

[oa%

w N

hypertrophy, & concentric remodeling
. High prevalence of high blood pressure and other
cardiovascular risk factors

M. Araujo-Castro et al. Annales d’ i ie. 84 (2023):272-284. MR, mi icoid receptor.

A A HyperCortisolism in PATients with Difficult-to-control Type 2
C T LYST DiAbetes Despite Receiving Standard-of-care Therapies:
st prevallence and Treatment with Korl Ym® (MifepriS Tone)

Stady of Hyperco

A 2-part phase 4 study conducted at 36 sites in the US aiming to screen >1000 patients (NCT05772169)

Part 1 Prevalence Phase Study Population: Key Inclusion O Study Population: Key Exclusion e

Protocol-defined “difficult-to-control Exclude common causes of false positive
| p .j Persons with difficult-to-control T2D | type 2 diabetes:” DST:
o . L . .
PEp———— HbA1c 7.5-11.5% despite taking: + Systemic glucucoanc|d5
1 + 23 anti-hyperglycemic medications and/or = Pregnancy or lactation
=y Insulin and any other anti-hyperglycemic + Use of oral contraceptives
Hyparcorttsolsn icati + Hemodialysis or end-stage renal disease
(post-DST cortisol >1.8 pg/dL with medications and/or Y g
dexamethasone level 2140 ng/dL) « 22 anti-hyperglycemic medications and + Severe untreated sleep apnea
3 presence of 21 micro- or macro-vascular + Excessive alcohol consumption
Further evaluation: complicatiens and/or . fSevere medical, surgical, or psychiatric
+ Labs (ACTH, DHEAS, cortisol) + 22 anti-hyperglycemic and 22 anti- illness
+ Adrenal CT scan hypertensive medications +  Night shift worker

Primary aim of the prevalence phase: Assess the prevalence of hypercortisolism in
a population with difficult-to-control T2D despite receiving standard-of-care therapies

ACTH, adrenocorticotropic h CT, computed : DHEAS, dehydroepi e sulfate; DST, ion test; HbAc, in Alc; T2D, type 2 diabetes.
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< 22.2% of CATALYST participants were taking
23 blood pressure-lowering medications (235/1057)

+ Among those, the prevalence of hypercortisolism
was 36.6%

« The odds of having hypercortisolism were 2x as high
in those taking =3 blood pressure-lowering medications
(OR 2.281, 95% CI 1.66, 3.127)

40%

30%

20%

10%

0%

Population of Interest: 36.6% of Those Taking
23 Antihypertensives Had Hypercortisolism

Participants taking
23 BP-lowering
medications?

86/235

Hypercortisolism prevalence
in CATALYST participants
taking 23 BP medications

Screening Phase

Buse, Kahn et al. Diabetes Care 2025:dc242841. 30dds ratio and 95% Cl from a univariate logistic regression model for hypercortisolism vs no hypercortisolism performed separately
for each variable. BP, blood pressure; Cl, confidence interval; DST, dexamethasone suppression test; OR, odds ratio; T2D, type 2 diabetes.

3 CATALYST

Cardiac disorders overall

Post-DST
cortisol
21.8 pg/dL

40% 1
P<0.0001
1

30%
0% 1 2099
10% A
0% -

Post-DST

cortisol

<1.8 pg/dL

Comorbidity of Interest: Participants With
Hypercortisolism Had More Cardiovascular Disease

Coronary artery disease Atrial fibrillation

P 20% - P=0.003 20% - 20% -
H | ——

s 15% 15% 15%
: P=0.0004

H [o———

¢ 10% 10% - 10% -
H 9.8%

s 5% - 5% - 5% -
: 3.0%

i 0% — 0% - 0% -
H Post-DST Post-DST Post-DST Post-DST

H cortisol cortisol cortisol cortisol

: <1.8 pagldL 1.8 pg/dL <1.8 paldL 21.8 pgldL

Patients with T2D are at higher CVD risk, and this risk appears to
increase further in those who also have hypercortisolism

Consistent with the observation that CATALYST participants with
hypercortisolism had a higher overall medication burden

Buse, Kahn et al. Diabefes Care 2025:dc242841. P-values from a chi-squared test. CVD, cardiovascular disease; DST, dexamethasone suppression test; T2D, type 2 diabetes.

Congestive cardiac failure

Screening Phase

P<0.0001
1

1.4%

Post-DST
cortisol
<1.8 pg/dL

Post-DST
cortisol
21.8 pgldL

3 CATALYST
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Difficult-to-Manage T2D O 1

Onset of T2D at <40 years of age with no ' ~—~ Sudden new onset/unexpected worsening
family history and/or B-cell autoimmunity’ | of hypertension®
| o —
. : . Combination of poorly controlled
Difficult-to-manage T20 with >3 medications* | T hyppert!nsinng New CV events®
o Patients who are not responding to newer | —
classes of antidiabetic medications, such | T2D and microvascular Grade 3 (>180/>110 mmHg or resistant
4 GLP-1 agonists . and/or macrovascular hypertension (treatment with
+ Combination of antdiabetic medications complications" 23 antihypertensive medications,
such as insulin with GLP-1 agonists or : E— including a diuretic)*'*
SGLT2inhibitors Poorly controlled T20
o Ingul+ GLP- agorists + SGUT2intrs | atiggyp:af:g?';” y Onset of ypertension at <30 years o age
. | Y e 4 without family history® |

= = . . Treatment Phase
Key Inclusion & Exclusion Criteria
Rationale for ACTH criteria: Exclude patients 1. Unable to correct BP to <160/100 mmHg
with high ACTH from a placebo-controlled trial Unable to correct potassium to 24.0 mEg/L

. Unable to control hypo- or hyperthyroidism

Completed the prevalence phase with 4. Taking or at risk for taking systemic
hypercortisolism (post-DST cortisol >1.8 pg/dL) glucocorticoids due to an underlying
condition (eg, asthma)
I l 5. Liver transaminases >3x ULN or total
Adrenal abnormality on CT scan No adrenal abnormality S
(nodule, enlargement, or other abnormality) on CT scan 6. eGFR <30 mL/min/1.73 m2
l l 7. Taking drugs metabolized by CYP3A or
Eiigibie i CYP3A substrates with narrow therapeutic
igible i ranges
E o et e ol E I:igfhla‘le;LTH below the 8 His‘fory of unexplained vaginal bleeding
+ 15-30 pg/dL with DHEAS z :
<100 uS?dL " upper normal range endometrial hyperplasia, or endometrial
+ other eligibility criteria met @it Il e e carApRts

ACTH, adrenocorticotropic hormone; BP, blood pressure; CT, computed tomography; DHEAS, dehydroepiandrosterone sulfate; DST, dexamethasone suppression test; eGFR, estimated glomerular
filtration rate; ULN, upper limit of normal.

Buse IB et al. Diabetes Care, on line, April 2025

252 of 1057
CATALYST participants screened
have hypercortisoclism

Post-DST cortisol: 3.5 pg/dL
Post-DST dexamethasone: 413 ng/dL
Approximately 1 in 3 have
an adrenal adenoma
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CATALYST: Adrenal CT Results!

Unilateral/bilateral adrenal ealargement 3.4% 3.4% Other adrenal abnormality
Bilaterel adrenal edencmes
Based oa a=208 sbdomiaal CT scaas
available as of May 20, 2024, read

3.9%
Coatral readiag by aa expert adreaal
radiologist is oagoing.
Unilateral adreaal

locally at the study sites.

edenoma
No imargiag
66-0’ abaormality
reported
’Pntenﬁnl surgical targets |

Adrenal Tumours Found in 1 in 4 Patients
With Hypercortisolism

Data Presented at ADA Scientific Sessions, 2024

Unilateral/bilateral adrenal enlargement 3.4% l3.4% Other adrenal abnormality
Bilateral 3 ge¢ i
adrenal
adenomas
/ Unilateral adrenal
Patients in whom adenoma
hypercortisolism _ No imaging
was identified Surgical ren']oval abnormality
underwent ) resulted in reported
additional testing improvements
including ACTH for patients
measurements and
adrenal imaging

Adrenal Imaging Abnormality Reported in One Third
of CATALYST Participants With Hypercortisolism

Adrenal imaging
abnormality

65.3% No adren?l imaging
abnormality reported

Buse, Kahn etal. Diabeles Care 2025:dc242841. Abdominal CT scan results were available in 219/252 (86.9%) participants. Reasons for not completing the CT scan were * Cw
withdrawal of consent (n=13), lost to follow up (n=6). physician decision (n=2), and other (n=12).
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CATALYST | Participant Flow

1057 completed the 1-mg overnight DST
with post-DST dexamethasone 2140 ng/dL

|

252 completed prevalence ph:

with post-DST cortisol >1.8 pg/dL

ase

120 not enrolled in treatment phase
+ 74 did not consent
+ 38 did not meet eligibility criteria

r s

!

805 completed prevalence phase
with post-DST cortisol £1.8 pg/dL

)
b
1
)
S
o
o

+ 8 consented and were eligible but

A
| 136 enrolled in treatment phase |

chose not to participate 4

3

2

91 randomized to 45 randomized to 3

mifepristone placebo g

42 did not complete treatment 8 did not complete treatment -

- 26 adverse event < P - 3 adverse event i=}

+ 5 study withdrawal by patient v v + 2 study withdrawal by patient g
+ 4 sponsor request + 1 lost to follow u

+3 lopsi to follo?v up 49 completed 37 completed + 2 other i g

+ 4 gther treatment treatment

ing in the study (n=1), and

Reasons for not completing treatment due te sponsor request included not meeting

), life ever i
adverse event (n=1; worsening fatigue and elevated thyroid stimulating hormone). 4 participants did not meet all inclusion crltena but were enrolledln metrealmem phase.

Enriched Population for Screening

According to the 2008 Endocrine Society Clinical Practice
Guideline, screening should include (but not be limited to) the
following

Patients with unusual features for their age, such as
osteoporosis/fragility fracture, T2D or hypertension in
young individuals

Patients with multiple and unexplained/progressive
features, like worsening T2D outside of the normal
progression or unexplained recent weight gain

All patients with adrenal mass.

An observational study using a prospective hypercortisolism
registry identified a prevalence of up to 50% using these
screening criteria.

PREVALENCE OF HYPERGLYCEMIA
SECONDARY TO HYPERCORTISOLISM

40 million Americans have T2DM

l~25% have A1c > 8.0%

10 million Americans

1~50% are on > 2-3 OHAs
* insulin

5 million Americans

~25% have hypercortisolism

1.125 million Americans

Summary: Design of the CATALYST Trial & Prevalence
Results

CATALY ST was the largest, prospective study to date assessing
the prevalence and the impact of pharmacological treatment of
hypercortisolism in patients with difficult-to-control T2D

Prevalence Phase Results

Hypercortisolism prevalence of 23.8% in the overall
study population (n=1057)

Hypercortisolism prevalence of 36.6% among
participants who took >3 BP-lowering medications in
addition to their glucose-lowering medications

In one third of participants with hypercortisolism,
a standard abdominal CT scan revealed an adrenal

abnormality
Executive Committee; Steering Committee;
Study Committees; Sponsor/Funder
Participant | | Investigator/Team
o Shared Journey "°._
& + Knowns, Unknowns, 5
5 Hopes
g + Equipoise
g + "AllIn" Leaming
4 Journey (+/-) .
: Future Clinicians /
Future Patients | sessssssssssssssscssnasssnnns Care Teams

Key Endpoints for Part 2: Evaluate the Safety and Efficacy
of Mifepristone Treatment in These Participants
Enrolled 136 Participants

Primary Endpoint

Change in HbAlc from baseline to week 24 for
mifepristone compared to placebo

Key Secondary Endpoints

Changes in glucose-lowering medications

Changes in hypercortisolism-related comorbidities (eg,
glycemic metrics, weight, waist circumference, BMI, BP,
lipids)

Differences between participants with and without adrenal
imaging abnormalities

J Medical Case Repo; 2025
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Part 2 Treatment Phase

Persons with hypercortisolism
meeting Part 2 inclusion/exclusion criteria

Mifepristone

(300 mg/day titrated
up to 600 mg/day;
option to increase to 300 mg/day)

2:1 Randomization
Stratified by abnormal
adrenal CT scan (yes/no)

Follow up

Placebo
24 Weeks

Statistical Methods

*  90% power to detect a difference in change from baseline
to week 24 in HbA 1c between groups of at least 1.5% with
114 participants, based on a t-test with a=0.05

*  Primary endpoint analysis applied a restricted maximum
likelihood-based mixed-effect model for repeated
measurements in the intent-to-treat population

What Is Mifepristone and How Does it Work?

Cortisol

é

Mifepristone

J

Active

GR
Inactive
GR

Mifepristone Is a Competitive Glucocorticoid Receptor

Antagonist

*  Binds to the glucocorticoid receptor, decreasing cortisol-
mediated signaling1-3 and reducing the clinical effects of
hypercortisolism

* FDA approved for the treatment of hyperglycemia
secondary to hypercortisolism in adult patients with
endogenous Cushing syndrome who have T2D or glucose
intolerance

Primary Endpoint: Statistically Significant Reduction in
HbAlc

All Participants

. 109

S - Placebo =@~ Mifepristone
&5 054 N
s z 8.41%
£ 5 P O R =S S,
T 0.0 % -0.15%
o E . - 0
Lz = 051 1.32%
% £ 95% CI
@% -1.04 (-1.81,-0.83)
=m P<0.001
9 g -1.59 1.47%

=]

=

-2.0 T T T
Baseline Week 12 Week 24

Number of participants

Mifepristone 86 74 62

Placebo 44 40 38

P-value <0.001 <0.001

Of the 91 participants randomized to mifepristone, 65 (71%)
received 600 mg and of those, 28 (31%) received 900 mg
mifepristone during the study.

Primary Endpoint: Statistically Significant Reduction in
HbA1c Despite Medication Reductions / Discontinuation

All Participants
_1.0+4
= =@ Placebo =@= Mifepristone
S5 0.5
3
P =ar-1 - P S,
Gg 00 % Bis%
= £
(ﬂ < 05 -1.32%
s 95% CI
@ 2 104 (-1.81,-0.83)
=& P<0.001
9 g -1.54 -1.47%
g
-2.0 T T T
Baseline Week 12 Week 24
Number of participants
Mifepristone 86 74 62
Placebo 44 40 38
P-value <0.001 <0.001

Of the 91 participants randomized to mifepristone, 65 (71%)
received 600 mg and of those, 28 (31%) received 900 mg
mifepristone during the study
Discontinuations/Dose-reductions  in  Glucose-lowering
Medications by Week 12

n/Ne@ (%) Mifepristone P|a

32/65 (49.2%)

Long-acting insulin 3/23 (13.0%)

10/33 (30.3%) 2/19(10.5%)

Fast-acting insulin

Sulfonylureas 4/18 (22.2%) 2/19(10.5%)
GLP-1 RAs 4/33 (12.1%) 0/19
Tirzepatide 2/19 (10.5%) 0/3
Metformin 1/67 (1.5%) 0/33
SGLT2 inhibitors 0/56 1/27 (3.7%)
Total 53 8
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HbAlc : Subgroup Analyses Support the Primary End Point

Diff
HbA1c (%) Mifepristone Placek fro;:rlzzzzo P-value

Participants who completed 24 weeks of treatment

Baseline, mean (SD) [n] 8.82 (1.33) [47] 8.42 (1.02) [36] — —
Change from baseline to week -1.69 -0.13 -1.56 <0.001
24, LSM (95% CI) [n] (-2.09,-1.30)[47]  (-0.58, 0.32) [36] | (-2.12,-1.00) '

Participants who received 3 tablets (900 mg mifepristone)

Baseline, mean (SD) [n] 9.10 (1.35)[24]  8.62(1.09) [25] i i
Change from baseline to week -2.01 -0.16 -1.85 <0.001
24, LSM (95% CI) [n] (-2.63,-1.39)[23]  (-0.76,0.45) [25] | (-2.67,-1.04)

Similar HbA1lc Reductions in Participants with and without Adrenal Imaging Abnormalities

With Adrenal Imaging Abnormality Without Adrenal Imaging Abnormality
1.0 1.09
9 - Placebo -8~ Mifepristone 9 4 Placebo -8 Mifepristone
g 059 8.47% l g 051 8.38%
£, - +0.15% . £< 4, .
92 051 o) oo 0 -1.20%
5% - L, | Pe0005 a% A (135.-070)
=& 1.26% =3
dg dg P R
= 20 ’ T T T 20 . T T
Baseline Week 12 Week 24 Baseline Week 12 Week 24
Number of participants Number of participants.
Mifepristone 25 22 19 Mifepristone 61 52 43
Placebo 13 11 1 Placebo 31 29 27
P-value <0.001 0.005 P-value <0.001 <0.001
Body Weight Loss with Mifepristone
Body Weight
a -e- Mifepristone -M- Placebo
53 2.5+
=
9T 0.0 4 +0.7 kg
.E:CU -5 : -5.1 kg
o § 95% Cl
5S> 254 (-8.2, -2.0)
o § P=0.001
(=)
©'C 504 -4.4 kg
% —-—
- 75 T T T T T T
0 4 8 12 18 24
Number of participants Weeks
Mifepristone 91 81 78 75 71 65
Placebo 45 38 39 39 39 38
P-value NS NS NS 0.033 0.001
By week 24, participants taking mifepristone had a 3.6% reduction in body
weight compared to an increase of 0.3% in those taking placebo
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Effects of Mifepristone on Lipids

HDL

LDL VLDL

Triglycerides

< <
N N
X X
0] 0]
o o
S S -204
23 ed
GJ S— a) S
£ £ 2 -404
T E o E
o3 )
o3 03 -60-
g a g J
= o C
£ £ == g0 -45.3
g -15- o
c -6.8 c -64.0
2 -20- £ -100-
O mm Mifepristone m Placebo O
Baseline: 453 4238 63.7 63.2 31.8 285 2294  150.1
P-value: 0.02 NS 0.002 NS
Body Mass Index Decreased with Mifepristone
Body Mass Index
a_::(? 159 -~ Mifepristone -B- Placebo
EE 107 [
= O 2
“= X 05-33.7 ka/m
Y M SR SN SR Ho----- 4 +0.3 kg/m? )
§ .g 0.0+- apsm e R R AR S 1.7 kgl
O 5 -0.5- 33.1 kg/m? 95% Cl
= @ (-2.8,-0.7)
() g -1.0
2< ) P=0.001
@ 3 1.5 1.5 kg/m
% 2 -2.01 L
-4 25 T T T T T T
0 4 8 12 18 24
Number of participants Weeks
Mifepristone 91 81 78 75 7 65
Placebo 45 38 39 39 39 38
P-value NS NS NS 0.03 0.001
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Waist Circumference Decreased with Mifepristone

N
[&)]
]

115.3cm

o
o
1

114.0 cm

N
[6,]
1

LSM (95% CI) Change from BL
in Waist Circumference (cm)
&
o
1

~
o

-8~ Mifepristone -M-

Waist Circumference

Placebo

------------

-5.1cm

95% ClI
(-8.2,-2.0)

P=0.002
-5.2¢cm

T
0

Number of participants

Mifepristone 91
Placebo 45
P-value

Weeks

78 75 75
40 39 39
NS NS NS

69
40

0.001

Treatment-emergent Adverse Events Reported in

>10% of Participants

Preferred Term, n (%) M'f?:;;t;’ ne '::‘::3")"
At least one TEAE event 86 (94.5%) 36 (83.7%)
At least one treatment-related AE 56 (61.5%) 14 (32.6%)
TEAES leading to treatment discontinuation 26 (28.6%) 1(2.3%)
Serious TEAE 29 (31.9%) 2(4.7%)
Most common TEAEs
Hypokalemia 27 (29.7%) 0
Fatigue 19 (20.9%) 7 (16.3%)
Nausea 19 (20.9%) 5 (11.6%)
Vomiting 14 (15.4%) 3 (7.0%)
Peripheral edema 14 (15.4%) 1(2.3%)
Headache 11 (12.1%) 5 (11.6%)
Diarrhea 10 (11.0%) 3 (7.0%)
Dizziness 10 (11.0%) 3 (7.0%)

TEAE, treatment-emergent adverse event.

Treatment Phase
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:
Treatment-emergent Adverse Events Reported in
>10% of Participants
At least one TEAE event 86 (94.5%) 36 (83.7%)
At least one treatment-related AE 56 (61.5%) 14 (32.6%) Overall TEAEs were mostly
TEAEs leading to treatment discontinuation 26 (28.6%) 1(2.3%) mild-to-moderate in severity;
Serious TEAE 29 (31 _9%) 2 (4_7%) no grade 4 TEAEs observed
Most common TEAEs TEAEs were manageable
Hypokalemia 27 (29.7%) 0 and consistent with
Fatigue 19 (20.9%) 7 (16.3%) mifepristone’s known
Nausea 19 (20.9%) 5 (11.6%) safety profile
Vomiting 14 (15.4%) 3 (7.0%)
Peripheral edema 14 (15.4%) 1(2.3%)
Headache 1 (12.1%) 5 (11.6%)
Diarthea 10 (11.0%) 3 (7.0%)
Dizziness 10 (11.0%) 3(7.0%)
Treatment-emergent Adverse Events Reported in
>10% of Participants
Preferred Term, n (%)
At least one TEAE event 86 (94.5%) 36 (83.7%)
At least one treatment-related AE 56 (61.5%) 14 (32.6%) Hypokalemia, a known side-
TEAESs leading to treatment discontinuation 26 (28.6%) 1(2.3%) effect of mifepristone, was
Serious TEAE 29 (31.9%) 2 (4.7%) the most common adverse
event
Most common TEAEs
[ Hypokalemia 27 (29.7%) 0 ] Due to overstimulation
Fatigue 19 (20.9%) 7 (16.3%) of the mineralocorticoid
Nausea 19 (20.9%) 5 (11.6%) fscepton
Vomiting 14 (15.4%) 3(7.0%)
Peripheral edema 14 (15.4%) 1(2.3%)
Headache 11 (12.1%) 5 (11.6%)
Diarrhea 10 (11.0%) 3 (7.0%)
Dizziness 10 (11.0%) 3(7.0%)

Treatment of hypokalemia with mineralocorticoid receptor
antagonists-Spironolactone or Eplerenone

Summary and Conclusions

* In a cohort with difficult-to-control type 2 diabetes and
hypercortisolism, mifepristone resulted in clinically &
statistically significant improvements in HbA1c and other
comorbidities

*  Comparable reductions in HbAlc were observed
in participants with and without adrenal imaging
abnormalities

* Adverse events were consistent with mifepristone’s
known safety profile

*  The most common adverse events were consistent with
glucocorticoid withdrawal syndrome

*  Hypokalemia may be addressed by proactive initiation
of a potassium-sparing diuretic, eg, spironolactone, in
clinical practice (as opposed to a double-blind trial).

Key Takeaway

In individuals with inadequately controlled type 2 diabetes
and hypercortisolism, cortisol-directed medical therapy with
mifepristone significantly reduced HbAlc

Summary - Treatment phase

*  No new safety signals for mifepristone were identified

*  One death was reported during the study in the placebo
arm (attributed to cardiovascular disease)

*  Serious treatment-emergent adverse events were reported
more frequently in the mifepristone arm (32% versus 5%)

* Serious treatment-emergent adverse events occurring
in more than 3% of participants were hypokalemia
(5%; mifepristone) and euglycemic ketoacidosis (3%;
mifepristone [all on SGLT2i])

*  Many of the most common adverse events were consistent
with glucocorticoid withdrawal, which can occur with any
treatment for hypercortisolism
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Summary

When there is difficult-to-treat hypertension or diabetes
despite adherence to optimal medication, consider the
possibility of hypercortisolism

It is more prevalent than most doctors have appreciated
Overnight dexamethasone suppression test is the best way
to diagnose

Multidisciplinary teams are key

Involve the endocrinologist, nephrologist, primary care
physician, preventative cardiologist
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