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RESULTS

Disposition Overall Survival During the Double-Blind and Open-Label Extension Periods
= 249 participants were randomized = During the 24-week double-blind treatment period, no deaths were
n : : : - - o 83 participants in the dazucorilant 300 mg arm; 68 (82%) discontinued observed in the dazucorilant 300 mg arm (P=0.0221 vs placebo), 2 deaths were
DAZALS did not achieve its primary endpoint treatment before 24 weeks and 13 (16%) enrolled in the OLE observed in the dazucorilant 150 mg arm (P=0.2052 vs placebo), and 5 deaths

CONCLUSIONS

were observed in the placebo arm (data cutoff of November 25, 2024)
= At the data cutoff of April 23, 2025, approximately 1 year after the last participant

of slowing functional decline as measured by

o 84 participants in the dazucorilant 150 mg arm; 41 (49%) discontinued

the ALSFRS-R scale treatme.nic befor.e 24 weeks and 40 (48%) enrollc‘ed in ti\e OLE was randomized, a total of 58 deaths were reported in the double-blind plus
Secondary and exploratory endpoints showed o 82 participants in the placebo arm; 17 (21%) discontinued treatment before 24 open-label extension periods
) ) i e weeks and 64 (78%) enrolled in the OLE o 14 deaths in the dazucorilant 300 mg arm (P=0.8515 vs placebo), 23 deaths
improvement in overall survival for participants Table 1. Baseline Characteristics at the Start of the Double-Blind Period :Ori at?eebccl)a;i:]orllant 150 mg arm (P=0.7687 vs placebo), and 21 deaths in the
who received dazucorilant 300 mg, especiall : :
h b d4f 5 & " P Y Da;:gorllant Dazu;orllant Placebo = Further exploratory OS analyses are shown below
I > mg 150 mg
In the subgroup treated for >24 weeks N=83 N=84 N=82 Figure 5. Exploratory OS Analysis: Comparing Participants Who Received
Dazucorilant-treated participants discontinued at Age, mean (SD). years L ol e Dazucorilant 300 mg Only vs Placebo Only
higher rates than placebo-treated participants due Male, n (%) 49 (59.0) 50 (59.5) 52 (63.4) .
to abdominal pain, which occurred in the first Region, n (%) ol T — oazus00mg
3_5 weeks North America 5(6.0) 9(10.7) 6(7.3) 3 — Placebo only’
T 60
. . . Europe 78 (94.0) 75 (89.3) 76(92.7) &
_.Abdomln.al pain res.0|ve.d fO."OWII'l.g ;treatment Bulbar site of onset, n (%) 14 (16.9) 12(14.3) 12 (14.6) § "
interruption and with time in participants who TRICALS risk score. 560095 20095 307 20-
continued treatment mean (SD) T o B e ———————————
0O 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100
Abdominal pain was less frequent in participants Time since ALS symptom onset, 21(12) 20(9) 23(13) o 6 6 s 8 0w sk w  m ke mww ww e s e e a4
. . mean (SD)’ months Placebo only* (n): 18 17 14 12 11 7 6 8 & & 3 & 3 2 2 1 1 1 1 0
tltrated frOm daZUCorllant 150 mg tO 300 mg Ti . ALS di . *Placebo-only: participants randomized to placebo that did not enter OLE (did not receive 300 mg DAZU).
Ime since 1agNosIS, mean
. 10 (11 9(8 11 (13
versus those escalated dII‘ECﬂy from placebo to (SD), months = L = = Participants who received dazucorilant 300 mg showed improved OS compared to
300 mg, Suggesting improved tolera b|||ty with dose Baseline NfL, mean (SD) 75.2 (50.3) 93.9 (54.5) 87.6 (48.4) participants who received placebo and did not receive dazucorilant in the OLE
. . (HR,0.16[95% CI:0.06,0.41); P=0.0009) (Figure 5)
titration ALSFRS-R total score, mean (SD) 37.2 (4.6) 36.8(5.2) 36.7 (5.1) Figure 6. Exploratory OS Analysis: Prolonged Treatment With Dazucorilant
Dazucorilant-treated participants showed similar rates Concurrent ALS therapy, n (%) 79(95.2) 77 (91.7) 79 (96.3) 300 mg Was Associated With Longer Survival
of serious and severe adverse events as the placebo Riluzole 79(95.2) 77(91.7) 78(95.1) . — >24 wks DAZU 300 mg
. — 24 wks DAZU 150 mg or placebo*
group Edaravone 6(7.2) 5(6.0) 4(4.9) ol —— —_— o B | |
PB-TURSO 3(3.6) 6(7.1) 5(6.1) ol

= These findings support further evaluation of
= The DAZALS study enrolled the intended ALS population

|
|
|
dazucorilant in a phase 3 study in people with ALS = Baseline characteristics were well-balanced across treatment arms (Table 1) :
20+ 24 weeks of
Figure 3. Primary Endpoint: ALSFRS-R Total Score During the Double-Blind Period freatment | ‘
(i)
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C | *24 weeks of DAZU 150 mg or placebo: participants who received 24 weeks of DAZU 150 mg or placebo and did not receive DAZU 300 mg.
ortiso
= Dysregulation of cortisol signaling is common in people with ALS?® 2 £ = = Asubset analysis showed prolonged survival in participants who were treated with
= Cortisol is proinflammatory in parts of the CNS? dé)é dazucorilant 300 mg for >24 weeks compared to participants who received
=  GR modulation may benefit people with ALS by reducing the neurotoxic effects of E= 4- dazucorilant 150 mg or placebo and were followed for 24 weeks but never
excess cortisol activity?® 2,2 received dazucorilant at 300 mg (HR, 0.36 [95% Cl: 0.14,0.97]; P=0.0239)
Dazucorilant L == (Figure 6)
. . . . . NE?) gure
= Dazucorilant is an oral, selective GR modulator that competes with cortisol and Q0 -6 —&— Placebo Safet
reversibly binds to the GR* s 0 alety
Wobbler Mice _ < o Az Table 3. Safety Summary for the Double-Blind Period
0 Dazucorlla.nt improved motor pgrformance and reduced forepaw atrophy in @ =5 ma/day + Dazucorilant [ Dazlcorilant
wobbler mice, a model of sporadic ALS> 4 Placebo
. 300 mg 150 mg
Phase 1 Studies 10— | | | | | | | | N=83 N=83
E ,aA\ncgopsﬁaTrl:]l;ch:)lj pnhaar;eieciIsltuadclg\s/,ec:azucorlIant was generally well-tolerated 0 3 6 9 12 15 18 21 24 Participants with at least one TEAE. n (%) 82 (98.8) 80 (96.4) 62 (75.6)
ynamicaily 4¢ L . bize TEAE leading to dose interruption 34 (41.0) 30 (36.1) 8(9.8)
= |naphase 1study, distribution to the CSF was observed, confirming brain DAZU 300 mg/day (n): 83 76 59 56 48 43 42 38 35 .
TEAE leading to treatment
penetration® discontinuation 48 (57.8) 25(30.1) 7 (8.5)
LSM (95% Cl) are from Mixed Model for Repeated Measures.
TEAE related to study drug 77 (92.8) 59(71.1) 24 (29.3)
M ETHODS = Nosignificant changes in ALSFRS-R total score were observed between TEAE leading to death 0 2(2.4) 4(4.9)
treatment arms during the double-blind period (Figure 3) Participantswith at least one severe TEAE, n (%) 17 (20.5) 14 (16.9) 11(13.4)
= The phase 2 DAZALS study had a 24-week randomized, placebo-controlled, Participants with at least one serious TEAE,n (%) | 16 (19.3) 14 (16.9) 14(17.1)

Table 2: Key Endpoints During the Double-Blind Period

During the double-blind period, treatment-emergent adverse events were defined as those that occurred between the first dose of study
drug through 28 days after the last dose of study drug administered in double-blind treatment period but prior to the date of the first dose of

double-blind period followed by a 132-week OLE (Figure 1)

= The study was conducted at 35 sites in 10 countries Dazucorilant Dazucorilant study drug in OLE.
= The data cutoff was November 25, 2024 for all analyses (including safety) except OS, 300 mg 150 mg HEEE . , . . o
which had a data cutoff of April 23, 2025 N=79 N80 N=82 = Participants who received dazucorilant experienced more TEAEsS, resulting in more

treatment interruptions and discontinuations (Table 3)
= The frequency of severe and serious TEAEs reported in the dazucorilant arms

= P-values are log-rank test unless otherwise noted Change in muscle strength, LSM (95% Cl)
R (o}

Figure 1: DAZALS Study Design Left elbow flexion -56.9 (-91.1,-22.7) -448 (-74.1,-15.5) | -55.7(-81.9,-29.6) was similar to the placebo arm
_ Right elbow flexion -46.2 (-83.6,-8.8) -39.3(-69.9,-8.7) -65.5(-93.0,-38.0)
Screening trontmant poriod Follow-uplopen. Left hip flexion -62.9(-103.4,-22.4) | -34.4(-69.1,0.3) | -55.4(-87.7,-23.1) Table 4. TEAEs Occurring in >15% of Participants in the Double-Blind Period
28 days 24 weeks B s weore Right hip flexion 51.3(-90.4,-12.2) | -28.6(-62.9,57) | -57.3(-88.9,-25.7) Dasucorilant S
Dazucorilant . . TR Placebo
Ch I tal ty, liters, LSM
300 mg/day _ . Ange N SIOWVITAT capactty, Titers 10.71(-0.97-0.46) | -0.50(-0.70,-0.30) | -0.49 (-0.67,-0.31) 300 mg
S Open-label extension (95% Cl)
= Dazucorilant, 300 mg/day N=83
g: DfSZ(;Jcoiijlant Phone/office visit every 4 to 16 weeks Change in EQ-5D-5L score, LSM (95% Cl) -13.6(-20.9,-6.4) -11.9(-17.9,-5.9) -6.3(-12.1,-0.6) Abdominal pain upper 29 (34.9) 14 (16.9) 1(1.2)
O« mg/day - )
= CAFS rank score, LSM (95% Cl) 120.5(95.8,145.3) | 116.5(92.2,140.8) | 118.8(94.0, 143.5) Abdominal pain 24 (28.9) 28 (33.7) 2(2.4)
(n'd
Placebo s conmacts ovory 4 0 24 mecks Change in NfL, %, LSM GMR (95% Cl) 20.0(3.8,38.6) 6.7(-37,18.2) 8.11(-1.6,18.7) Headache 18(21.7) 8(9.6) 6(7.3)
Eemeiies waie ey & e LSM (95% Cl) for CAFS rank score are from analysis of covariance model. LSM (95% Cl) for other endpoints are from Mixed Model for Repeated Diarrhea 17 (205) 7 (84) 6 (73)
Measures. Change in NfL was anlayzed in the biomarker population (DAZU 300 mg, n=33; DAZU 150 mg, n=61; placebo, n=69). Decreased appetite 14 (16 9) 11 (13 3) 0
Stratified by prior ALS therapy and region of onset. = Secondary endpoints were also not statistically different between arms (Table 2) Back bain 13(15.7) 16 (19.3) 112)
Study drug provided as 75-mg softgel capsules and administered once daily with food and water. - Overaii treatment effect was Consistent across su bgrou pS, including baseiine p . : :
= Study registered as NCT05407324 and Eudra CT: 2021-005611-31 ALSFRS-R total score, TRICALS risk score, and King’s Stage Constipation el L) e
Fall 5(6.0) 9(10.8) 14 (17.1)
Population Pharmacokinetics and Pharmacodynamics . - . -
= Adults 218 years of age with sporadic or familial ALS per Gold Coast criteria = Clinically relevant steady state plasma exposures of dazucorilant were u Dazuc.orll.ant-treat.ed par.t|C|pzimts experienced more gastrointestinal adverse events,
= Prior stable dose of riluzole and/or edaravone allowed observed in participants with ALS resulting in more discontinuations (Table 4)
. .. . = There were no safety concerns - adverse events were mild to moderate and
3 ﬁiblte to swzilllow Fapsiules . o f I tomic of teoid = Pharmacological activity was demonstrated by modulation of a known reflacted tolerability}/
usc; currently using glucocorticoids or history of regular systemic glucocorticoi GR-regulated gene, CDKN1C
. . . Figure 7. Abdominal Pain in the Open-Label Extension Period
= TRICALS risk profile score -6 to -3 (Figure 2) Figure 4. Pharmacodynamic Changes in Whole Blood mRNA
20=
. . . i - i c o Placebo —# DAZU 300 m
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5<0.0001 10- 5 154 DAZU 300 mg — DAZU 300 mg
5 : ES
o | P<0.001 ES
lEhgtbmry (57.7%)‘ . . § s Il Vvild
< - 8 ° GCJ ) - #, r
o . s g " i Sovere
D 25 .’ o, . @ gg
[J Population-based % % =h éé >
O ) 22
1001 s = - . Y »
""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""" (] T T T T T T L.'I_I_ meee-
IIIIIIII?[III > 0 2 4 5 6 7 8 9 10 11 12 o4
2 11 10 9 8 7 6 5 4 3 2 - e e
Better - Worse % (_é 0 OLE Week
prognosis prognosis re) °
t 05 t *Includes preferred terms of abdominal pain and abdominal pain upper
D —2.07 (o
Endpoints 3 o 3 =  Abdominal pain was the most frequently reported adverse event
= The primary endpoints were change from baseline to week 24 in ALSFRS-R .* o  Onset occurred during the first 3-5 weeks and resolved following
- - -5- , - . . . . .
total score and saifety DAZ(IL\IJ_34060) mg P(I:llgzt;c)) DAZU 300 mg Placebo interruption or discontinuation
" Other key end.pomts mglude: . . . ) ) (N=46) (N=27) o  Participants who continued dazucorilant after reporting abdominal pain had
o Change in slow vital capacity, change in muscle strength with handheld S . . S . _ . resolution with time
dynamometry time to death. biomarker analysis and Change in P-value was calculated using limma differential expression analysis, with Benjamini-Hochberg adjustment for multiple testing.
neurofilament light ’ ’ = Dazucorilant modulated the expression of genes essential for neuronal survival and = Abdominal pain was less frequent in participants titrated from dazucorilant 150 mg
development, as shown by induction of NMNAT?2 and IGF-1 expression (Figure 4) to 300 mg versus those escalated directly from placebo to 300 mg in the open-label

extension period, suggesting improved tolerability with dose titration (Figure 7)
= Serious TEAEs reported in more than 1 participant in the dazucorilant-treated arms
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