




•

•

•

•

•

•

•

•









0 :0 0 6 :0 0 1 2 :0 0 1 8 :0 0 2 4 :0 0

0

5

10

15

20

Clock Time

[C
o

rt
is

o
l]

 (
m

c
g

/d
L

)

22:00

Randomized to PBO (n=9)

Randomized to '4894 (n=18)



Pituitary Directed Agents to 
Suppress ACTH Secretion

Available: glucocorticoids, 
pasireotide, cabergoline 

• Limited efficacy

• Safety issues

In Development: CRF antagonists 
(CAH only)

Glucocorticoid Receptor
Antagonist

Available: mifepristone

• Efficacy difficult to assess

• Safety issues

In Development: relacorilant

Adrenal Steroidogenesis 
Inhibitors

Available: ketoconazole/ 
levoketoconazole
metyrapone/osilodrostat, 

• Limited Efficacy

• Safety Issues

• Low Adherence

References: Felders et al.  Lancet Diab Endo 7:300-12, 2019.  Castinetti JCEM 99: 1623-1639, 2014.  Castinetti JCEM 106: 2114-2123, 2021.
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References: Felders et al.  Lancet Diab Endo 7:300-12, 2019.  Castinetti JCEM 99: 1623-1639, 2014.  Castinetti JCEM 106: 2114-2123, 2021.



•

•

•

•

•

•

•

•

•

•



•



•

o

o

•

•

o

•



•

•

•

•

•

0 4 8 12 16 20 24

100

1000

Time (hr)

C
R

N
0
4
8
9
4
 P

la
s
m

a
 C

o
n

c
. 
(n

g
/m

L
)

M2 40 mg (n=6)

M3 60 mg (n=5)

M4 80 mg (n=6)
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Day 9-10, CORT 24h AUC
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PBO (n=9) '4894 80 mg (n=4)

Subject on GC (n=4)
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Pharmacologic POC
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