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Background Results: All Cohorts Results: Cohort 6 (100 mg Twice-Weekly)
Had the Best Benefit-Risk Profile
MI RI CO RI LAN T RE D U C E D e Cortisol activity has been implicated in the development and Baseline Characteristics
progress1on of NAFLD (also known as MASLD)"2 100 m . : L 9 90
LIVER FAT AND CARDIO- T e | ogpe | m e e e e ey
o Binding of cortisol to the GR increases availability of energy substrates, such QD x'24 Wk | QD x 12 Wk QMWF e Pat"ents ',n this cohort overall had improved lipid
as FFAs, for daytime activities and response to stress ° 1 1 1 v 1 ved pi
’ Total Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5 Cohort 7 Cohort 8 Cohort 9 Cohort 10 : : : ‘e i
METABOLIC DISEASE
uptake and de novo lipogenesis : g :
1 o Age (years), mean (SD)  51.3 (12.57) 56.3 (9.88) 49.3 (6.55) 48.7 (22.35) 54.0 (16.49) 55.2 (10.30) 56.3 (10.13) 44.8 (9.37) 49.6 (8.03) 52.8 (15.43) 45.7 (12.61) Reduction in LFC from Baseline to Week 12
MARKE RS I N A P HAS E B ’ Miricorilant (CORT118335) Female sex, n (%) 38 (60.3) 5 (62.5) 2 (50.0) 4 (66.7) 3 (50.0) 5 (83.3) 4 (66.7) 4 (66.7) 4 (50.0) 2 (33.3) 5 (71.4) Pt1  Pt2  Pt3  Pt4a P>
e An oral, nonsteroidal SGRM - | 0
O P E N - LAB E L DOS E - FI N DI N G « Acts as a mixed agonist/antagonist of the GR mery S 40—
and antagonist of the MR3 Hispanic or Latino 36 (57.1) 2 (25.0) 3 (75.0) 5 (83.3) 4 (66.7) 4 (66.7) 3 (50.0) 5 (83.3) 3 (37.5) 3 (50.0) 4 (57.1) s
. . : : S
STU DY I N P ATI E N TS « May improve hepatic steatosis by selectively White 56 (88.9) 6 (75.0) 4 (100) 6 (100) 5 (58.3) 6 (100) 6 (100) 6 (100) 5 (62.5) 6 (100) 6 (85.7) 8o 2O T T
modulating cortisol activity in the liver BMI (kg/m? SD 38.1 (6.6 39.4 (5.2 35.2 (5.6 39.1 (6.1 37.6 (9.8 38.8 (8.7 40.6 (7.4 35.3 (4.7 35.9 (7.3 38.6 (3.5 39.5 (7.4 Ef, -
. . , 1 (6. 4 (5. .2 (5. 1 (6. .6 (9. .8 (8. 6 (7. 3 (4. 9 (7. .6 (3. 5 (7. | R
WITH N 0 N ALCO H O LIC e Reversed and prevented liver steatosis by C( 5 m; mean ((/)) (6-6) (5-2) (5-6) (6.1) ©-8) (8.7) (7.4) (4.7) (7.3) (3-9) (7.4) % =
— preventing hepatic lipid accumulation, and LFC per MRI-PDFF (%), 1908 (7.76) 16.53 (5.9) 21.30(9.5) 19.02 (11.4) 16.23 (4.4) 20.08 (6.5) 22.83 (10.9) 19.73 (5.1) 18.74 (7.4) 15.94 (6.5) 21.20 (10.3 S .40-
showed reductions in inflammation and fibrosis stage and NAS in mean (SD) (7.76) 5-9) %-5) (11.4) (4-4) (6-5) (10.9) 6-1) (7.4) (6-5) (10.3) | o
° ° 4 ° ° °
ST EATO H E PATITI S ( N AS H ) preclinical models of NAFLD/NASH (also known as MASH) fdg;‘;s‘ﬁgzr:‘z’seg)“‘ﬁ"ess 12.06 (5.27) 16.55 (9.67) 10.50 (1.54) 12.40 (6.61) 11.60 (3.47) 13.92 (7.09) 11.12 (3.40) 11.48 (3.83) 9.85 (1.18) 10.18 (0.37) 10.65 (2.05) U s U
o« o . . . . ’ ala Shown 10r those 5 patients 1n conor WNO received =2 ose O
Phase 2a Study of Miricorilant in Patients with Pre- | study drug, remained on trial for >6 weeks, and had a 12 week MRI-PDFF
sumed NASH (NCT03823703) ALT (U/L), mean (SD) 53.9 (30.4) 51.5(35.0) 47.5(14.8) 48.7(30.0) 67.7(33.5) 33.0(7.8) 54.0(36.2) 61.0(28.8) 55.5(30.2) 60.3(38.5) 57.4(37.1) ssessment. One patient discontinued at week 6 (Lost to follow-up) and is
. : : : not included.
PRESENTER: . A double-blind, multi-center, placebo-controlled, randomized 3-arm AST (U/L), mean (SD) 36.7 (15.5) 36.5(16.6) 34.5(15.2) 39.0(21.9) 47.3(17.4) 25.0(7.4) 35.3(17.2) 35.2(10.3) 35.5(14.3) 37.5(15.9) 40.0(16.5)
Naim Alkhouri. MD. FAASLD phase 2a study to assess the safety and efficacy of miricorilant in HbA1c (%), mean (SD) 6.28 (0.95) 6.24 (0.79) 5.93 (0.21) 5.85(0.64) 6.68 (0.71) 6.83 (1.49) 6.48 (0.68) 6.32 (1.22) 6.0 (1.44) 6.08 (0.77) 6.33 (0.67) Changes in Cardiometabolic Disease and
) ) reducing LFC in patients with presumed NASH Fasting glucose (mg/dL) | Fibrosis Markers
% Contact: nalkhouri®@azliver.com o Adult patients (18-75 years) with presumed NASH were randomized 1:1:1 e (gS%) 8/AL), 125.3(30.3) 133.3(26.2) 106.3 (9.3) 115.2 (18.0) 133.2 (35.0) 152.2 (46.0) 123.8 (41.4) 117.8 (28.2) 108.5 (20.0) 128.0 (26.9) 129.6 (27.1)
\ ” ‘ to miricorilant 600 mg daily, miricorilant 900 mg daily, or placebo for 12 Mean change and mean %
weeks BMI, body mass index; SD, standard deviation. change from baseline
’ ] ' iu,? Kri 3 e Miricorilant treatment for 30—44 days resulted in large, rapid : : : Liver enzymes
Ea.]lgn Atl:haqul, Mathavr: i“??rgl‘;'{ AKsz h/d Kf"f)dﬁl\f\Yi A&aLkl. . reductions in LFC in 4 patients (_393/2 to —74% reductgfoh)5 P Change in Liver Parameters from Baseline to Week 12 T (U/L;’ 4.0 (5.7%)
CIDOWILZ, aCFIUES €hdn,” hobc N €nders,” Ahita 1(? ¥ . These 4 patients experienced concurrent elevations in serum . Greatest reductions in LFC by week 6 occurred in patients receiving daily doses of miricorilant 50-150 mg (mean % change from baseline = —=22.3%) e
Mazen Nouredd11)n’ Rashmee Pat]l’. |u1(l)]a Cristina Tudor, ALT and AST levels (>5x ULN) leading to study termination by the o However, these patients were more likely to interrupt or discontinue study drug prior to week 12 due to concurrent transaminase elevation AST (U7L) 6.0 (-16.7%)
Jeffrey Botbyl,™ Joseph M. Custodio,' Rafael Mayoral Sponsor « No significant changes in body weight were observed in any cohort, suggesting that miricorilant is a liver-targeted therapy Glycemic markers
Monibas, ™ Aprille Espinueva,'® Kavita Juneja,™ William o No significant change in ALP or bilirubin levels occurred Fasting glucose (mg/dL) -6.8 (-2.6%)
Guyer,'® Stephen A. Harrison? o No patient met Hy’s Law criteria Dosing Schedule 150 mg 150 mg : ) P
o Transaminase elevations resolved rapidly in all patients upon e QD x 24 Wk | QD x 12 Wk QWK :;l:;LnILmIU/L) !15: ( ZZf)
1 . . . 2D S . . . . . . _ 1. _ 6%
Arlzoha L]V.e'; I_.lealth’ Tucson, AZ; “Pinnacle Clinical .Rfsearqh’ Sa.n : discontinuation of m1r1cor1la.nt . . Cohort* Total Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5 Cohort 7 Cohort 8 Cohort 9 Cohort 10 ( )
Antonio, TX; °Liver Institute Northwest, Seattle, WA; “Velocity Clinical « The phase 1b, open-label trial in adults with presumed NASH ohor (n=56) n=7 n=4 n=5 n=6 n=6 n=6 n=6 n=5 n=6 Lipid profiles
Research, Santa Ana, CA; °Pinnacle Clinical Research, Austin, TX; that is reported here was subsequently conducted to evaluate if TFC oer MRI-PDFF (o DL (mg/dL) 9.8 (4.3%)
*Velocity Clinical Research, Los Angeles, CA; ’Arizona Liver Health, significantly lower doses and intermittent dosing of miricorilant mear']’?SrD) (%), _13.17 (23.6) -16.7 (18.8) -40.1 (29.7) 4.67 (23.4) 5.8 (24.6) -17.2 (26.7) -28.2 (13.5) -16.5(22.5) -20.3 (23.8) -5.4(9.9) = -4.5(17.6) S : .
Chandler, AZ; 8Houston Research Institute, Houston, TX; *South Texas could gradually reduce LFC without a corresponding rise in liver | VLDL (mg/dL) -4.0 (-5.8%)
Research Institute, Edinburg, TX; "®Corcept Therapeutics Incorporated enzymes Responders,’n (range of 19 (30 .77) 5(.36,-70) 2 (-51, -77 1(-35 0 2 (-40, -59) 2 (-37, -43) 3 (-30, -54) 3 (-51, -70 0 1 (-35 Triglycerid /dL 20.8 (-6.4%
g 4 4 Z LFC %) (-30, -77) (-36, -70) (-31, -77) (-35) (-40, -39) (-37, -43) (-30, -54) (-1, -70) (-33) riglycerides (mg ) -20.8 (-6.4%)
Menlo Park, CA ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; | Fibrosis markers
FFA, free fatty acid; GR, glucocorticoid receptor; LFC, liver fat content; MASH, metabolic ALT (U/L), mean (SD) -5.5 (25.7) -9.0 (30.0) 6.0 (21.0) -17.8 (31.0) -5.2 (11.8) 3.2 (12.4) -4.0 (21.4) -5.7 (34.1)  -13.3 (22.1) -4.4(37.1) -1.7 (35.3)
dysfunction-associated steatohepatitis; MASLD, metabolic dysfunction-associated steatotic | ELF score -0.2 (-1.8%
liver disease; MR, mineralocorticorticoid receptor; NAFLD, nonalcoholic fatty liver AST (U/L), mean (SD) -2.2 (15.5)  -6.0 (12.4) 3.3 (13.8) -9.6 (26.3) -3.2 (16.6) 2.0 (5.5) -6.0 (7.2) -0.3 (15.7) -7.7(12.7) -1.6 (20.2) 6.8 (20.85) HOMALIR. et el C of insul ) i )LDL l
di ; NAS, NAFLD activit ; NASH, lcoholic steatohepatitis; SGRM, selecti | -IR, homeostatic model assessment of insulin resistance; , low-
l o g:tsliziirticoid receptgrC rhvod)[ﬂs;torre; ULN, upnpoenralicrgitoolf normal, o SEEEHYE GGT (U/L), mean (SD) 0.7 (18.1) 2.9 (11.1) 83(17.6) -3.2(149) 2.2(19.6) -7.0(18.4) 0.4(16.9) 1.5(17.8) -8.3(24.1) -3.2(16.3) 8.2(27.6) density lipoproteins; pt, patient: VLDL, very low-density lipoproteins.
Summary & Conclusions ALP (U/L), mean (SD) 0.5 (6.6) 3(4.8) -3.0(12.1) -2.6(6.7) 05(5.5) -1.7(8.8) 2.2(48) 58(3.8)  3.2(3.1) 6(2.3)  -2.2 (10.2)
. . . . . . Bilirubin (mmol/L),
Miricorilant, as a selective glucocorticoid receptor mean (SD) -0.4 (3.0)  -0.5(2.3) 1.5 (2.2) -2.0 (1.3) 1.7 (3.2) -0.8 (4.1)  -0.3(1.1) -29(4.00 -1.0(2.5  -0.7(2.9) 1.3 (2.7)
modulator (SG RM)) may Oﬁ:er d promlsmg new Phase 1 b O en- label Trial Of M] ricorilant in *Numbers reflect patients who completed week 12; some patients discontinued prior to week 12 due to elevations in liver function tests. For cohort 1, n=7 for LFC and n=8 for ALT, AST, GGT, ALP, and | @MONARCH StUdy DeS]gn (NCT061 0821 9)
strategy for the treatment of NASH/MASH ,» UP bilirubin. TResponders are defined as patients who had >30% reduction in LFC from baseline at any time.
. . Patients with Presumed NASH (NCT05117489) « A phase 2b, double-blind, placebo-controlled,
» Miricorilant 100 mg twice-weekly was safe, well- Change in LFC Among Responders With or Without ALT >3x ULN randomized study evaluating miricorilant in patients
tolerated, and resulted in reduced LFC and . . | with biopsy-confirmed noncirrhotic NASH
im roved,he atic, lipid, and glycemic markers . V%kz WVk6 W$2 Wk.16 Wg8 W$24 Wk.28 Responders with ALT >3x ULN Responders Without ALT >3x ULN » Patients with a more rapid weekly rate of LFC loss by « Conducted at ~50 sites; currently enrolling
P P » P14, sty Week 6 Week 12 Week 6 Week 12 week 6 were more likely to experience a corresponding ’
o This dosing schedule provided a gradual reduction in 150 mg QD 4 n=9 n=6 n=10 n=10 rise in ALT
liver fat of ~30% over 12 weeks without an associated @ Cohort2, n=4 Cohort 1, n=8 o o o Responders with ALT >3x ULN had a faster decline in LFC loss
rise in hepatic transaminase levels > 10- 2o 10" (slope, —8.76) than responders without ALT >3x ULN (slope, Randomization 2:1
. . . : D 100 mg QMWF Cohort 3, n=6 e c S . —4.24
Daily miricorilant (50-150 mg) produced greater  Cohort3n 5 - 55 o o | |
e i LSE |5 I G5 Hheath o ) R8 X8 20 25 5 o Treatment with daily miricorilant was more likely to result in - T20M (yes vs no
re ul(t: ons 1n tytwee DU WalS m?.re sty 8o @  Cohort 4, n=6 i o 30 Eg ' discontinuation of study drug prior to week 12 o sage F21s
(] - A0 - . e . .
T v druo Tt o S e | NS @ Cohort5,n=6 | W MRI-PDFF 58 366 g g 37.1 + Across all cohorts, responders receiving intermittent B was was
y drug P - Z " .s0- " 50- miricorilant lost LFC more gradually and were less likely
o NS : : @ Cohort 6, n=6 Y 52.6 to have a rise in ALT >3x ULN compared to daily dosin Liver biopsy @ ¢
® Add]tlonally, m]rlcor]lant 150 mg tW]Ce-Weekly ]S . ;n(;g;ﬁ(;rllant -60- -60- p y g Noninvasive markers ‘ ‘ ‘
1 1 of fibrosis and NASH
being evaluated in the phase 1b study &  Cohort 7, n=6 o f p o >
o Sa ety Key incl it E dpoint />
e : : Cohort 8, n=8 miricorilant aylinclusignicritoria ndpoints [=]
o M]r]COr]lant 100 mg tW]CG-Weekly W]ll be evaluated ‘ . dosmg Overall m'lr'lcor]lant Was Well tolerated P t. t / Overall « Adults 18 to 75 years old Pr;mlarVer;]dpomt KilyAsé:condlaryend:omt %
i - - : : atients, n (% P Il L o fatcontontby  worsening offibrosis by f
further in a placebo Controllgd phase .2b study @ cohort 9, n=6 Cohort of « TEAEs occurred in 82.5% (n=52) of patients, with headache being the most common %) (n=63) ¢ vt contant by MRLPDFE 9% . R il
(MONARCH) to assess m1r1corrlant S efﬁg:acy and & Conort 10 ne7 interest . 4.8% (n=3) of patients had grade >3 TEAES TEAEs experienced by 5% of Mol oparone || e )
safety for the treatment of biopsy-confirmed NASH  Two serious AEs occurred (myocardial infarction; polysomy aneuploidy of chromosomes 3, 7, total population
LFC, liver fat content. Key eligibility criteria Primary endpoint and 17); neither was considered related to miricorilant Headache 10 (15.9)
e Adults 18-75 years old » Relative change in LFC from « Liver transaminase AEs were mostly grade 1-2, with 1 patient in cohort 8 (miricorilant ALT increased 6 (9.5)
« Presumed NASH* with fibrosis baseline by MRI-PDFF 100 mg daily) experiencing a grade 3 ALT and AST increase AST increased 5 (7.9) References Presenter Disclosures
: . These AEs were associated with rapid reduction in liver fat; ALT and AST levels returned to - : : :
. ll\_/zf\éleI;’BaFthog‘;ent oy Secondary endPOIntS ’ baseline rapidly upon discontinuat?on of miricorilant Seriiie ) (o) W 522?]2'52%2? 5.:1[)1’3?;)52?2!/5“-9@ v EtﬁBV?eﬁ/jﬁr\]ltlgregZi?rlckrllesrjor?pé)ertttgro $h2?:r]>%utics,
- > . ine i . . . : : : : : : 2) Rinell L logy. 2023, ePub.  Boehri heim, Bristol-Myers Squibb,
i Change from baseline in AST, « TEAEs leading to premature study drug interruption or discontinuation occurred in 22.2% Transaminases increased 4(6.3) (3) Homt HJ et at. Bicorg Mod Chem Leit.  Corcopt DM Galactin. Genentech, Gonfit
e AST <hx ULN, ALT <5x ULN A_T, GGT of patients (n=14) Abdominal pain upper 4 (6.3) 2012;22(24):7376-7380. Gilead, Hepagene, Healio, Intercept, Inventiva,
AAS L D The authors thank all those GER >60 mL/min/1.73 m? o C1ange from baseline in ELF . o . . . ’ (4) Koorneef LL, et al. Endocrinology. lonis, Madrigal, Merck, NGM, Noom, NorthSea,
Nov. 10-14, 2023 - : e € mL/min/i./5m o All but one was due to rapid drop in liver fat (-16.5% to —70.2%) causing transaminase elevations Constipation 4 (6.3) 2018;159(12):3925-3936. Novo Nordisk, Perspectum, Pfizer, Poxel,
h t t score . . . . . . . . e . . 5) Kowdley KV et al. Hepatology. 2021; Viking, and Zydus. Speaker’s fees from
o who are participating o Patients who restarted miricorilant did not have a secondary rise in ALT, indicating ALT increase ©) ! patoiosy ’ > 4 - i ai
in this study: The study *Although the nomenclature has changed to MASH, NASH is used in this poster for was transient y ’ s Diarrhea 4 (6.3) 74(6)1393A. é)lzle?l\i/)](?S/Agiel;%iln,Iﬁé:)r(ézn’t Elgg(r):egé’tuErﬁa]’
e Iver . i ‘ i N consistency with the study protocol. eGFR, estimated glomerular filtration rate; ELF, . . . N Ack led b Salix. and Theratech lp s C P ltant f
. . . . i . ) . o ’ ausea 4 (6.3) CKNnowile gemen S alx,.an eratechno ogles.. onsu on or
. patients and their families, enhanced liver fibosls; GGT, gamma-glutamyl transterase; MRI-POET, magreric resonance No patient met Hy's Law criteria T study s spomored b Corcept A0V lern, s, o,
. . ] 1ng- ] 0on; , €V ; , €V ) , . ) : - s ilead, Intercept, Madrigal, Novo Nordisk,
M e Etl ng . the nvestigators, and the Fridgay;gclloME every Moxday and Friday; QWK, Séncey weekly: WK, Xveek. y y AE, adverse event; TEAE, treatment-emergent adverse event. ;?S?Srsgfcuetl\% Ln;g\%ﬁe& \A/Aaelglr?ng\?«l[i];rf Perspectum, szer’ - ngydus.
SpoNsor team. PhD, of Corcept Therapeutics Incorporated.




