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Backg round Results ® On the SST (executive function) number of categories completed and percent perseverance errors, the seltorexant group improved by Week 10, .
which was maintained through Week 26, whereas the quetiapine XR group exhibited minimal improvement (Figure 1). CO“CIUSlOn
® Many individuals with major depressive disorder (MDD) experience e Of 757 participants randomized, 756 received =1 dose of study — LS mean difference between intervention groups at Week 26 was 0.3 (95% CI 0.07, 0.56) on the SST number of categories completed and
inadequate response to standard therapies and have residual intervention and were included in the safety analysis set. -0.3 (95% CI -145, 0.80) on the SST percent perseverative errors. No d I . .t. fun t. nin
symptoms, such as insomnia symptoms (IS), and/or subsequent ® Baseline disease and cognitive characteristics were well — Number of participants with a meaningful improvement at Week 26 based on RCI >1.96 was 31 (12.4%) for seltorexant and 15 (6.5%) for O decline In coghitive tunctioning was
deficits in cognitive function. balanced across treatment groups (Table 1). quetiapine XR on the SST number of categories completed, and 19 (7.6%) for seltorexant and 11 (4.7%) for quetiapine XR on the SST percent observed with seltorexant treatment, and
® Further, sleep disturbance is associated with poor performance e Test compliance for participants who completed the study perseverative errors. . .
on cognitive tests for executive functioning, and cognitive deficits ranged from 70% to 86% across the various evaluations. bOth the Se|t0 rexant and quetlapme XR
may be an important contributor to short- and long-term functional roubps showed Im rovement on some
outcome in MDD.? . g : C ol FIGURE 1: Change from baseline at Weeks 10 and 26 in SST A) number of categories completed and B) percent perseverative errors 9 P ) P )
TABLE 1: Demographics and baseline characteristics it test t Weeks 10 d 26 th
® Seltorexant is a first-in-class, selective, high-affinity, orexin-2 receptor A B cognitive tesis 4 €EeKsS an , WI
antagonist being developed for the treatment of MDD with IS. Seltorexant 20 mg Quetiapine XR y y the greatest improvements noted at
— An exploratory phase 1b study in MDD found a numerically greater n=366 n=330 o Bl Seltorexant 20 mg M Quetiapine XR mE Selt £ 20 o tiabine XR . .
improvement from baseline on the Symbol Sorting Test (SST), a 0 0.8 = 1— errorexan Mo Quetiapine Week 26, which nOtany occurred a|0n93|de
measure of executive function, which is shown to be impaired in . o m 0.06 com arable im rovements in de ression
depression,® with seltorexant monotherapy compared with placebo. Age, years, median (range) 490 (19, 74) 490 (18, 72) g 06 0.53 n p . P P
® A global, 26-week, double-blind, phase 3, randomized controlled trial S IcJ/J) ' % S 0— Severlty In each group.
(NCTO04513912) evaluated the efficacy and safety of seltorexant with 4 = 0.38 O GE)
quetiapine extended release (XR) as a comparator, both adjunctive Female, n (%) 281(76.8) 207 (n.0) u S 04 Qo P
to antidepressant therapy, in participants with MDD with IS who had o £ — = . . . . . -
o)
shown an inadequate response to current standard antidepressants. g = 0192 % s oq_ Slgnlﬁcant dlﬂ:e rences in executive fun(?tlon
— Results indicated that adjunctive seltorexant showed similar Male, n (%) 85(23.2) 113 (29.0) IE %’ 0.2 — f= g -0.50 favorlng seltorexant were observed, which
. . . . . L . > . .
mprovements in cepressive symptoms to acjunctive 2 e > B J_ corresponded to meaningful improvements
quetiapine XR, with 250% improvement from baseline in £ c O ] .
Montgomery-Asberg Depression Rating Scale total score at Week MADRS total score, mean (SD) 337 (545) 33.3 (578) .GEJ S 0.0 — C‘;: % -2 4 1386 2 relative to quetiapine XR. Modest effects on
26 of 574% for seltorexant and 53.4% for quetiapine XR. ' -1.5 - .
0 AHEHaP | =% % verbal learning and processing speed trended
— In addition, fewer treatment-emergent adverse events and higher Clinician-rated IS] total scor e 0.01 8 .
completion rates were observed in participants receiving adjunctive m;’:ﬁ'f‘g‘[);a ° O SEOTE, 23.0 (3.03) 22.9 (2.89) O 0.2 | B | 3 toward favorlng seltorexant. The pattern of
° ° ° ° - | | o o °
seftorexant versus aclunctive quetiapine XR. No. of Week 10 Week 26 Week 10 Week 26 differences was directly relevant to functional
® Here we present cognitive performance at baseline, Week 10, and ticinants: 311 311 251 239 No. of . . .
Week 26 in participants with MDD with IS treated with adjunctive ReVeRe.D cognitive assessments, mean (SD) participants: participants: 31 31 251 232 |mpa|rment observed in MDD. These
seltorexant or adjunctive quetiapine XR from the NCT04513912 trial. SE stondord error SST Symbol Sorting Test XR. extonded reesse dlﬂ_-e rences were particularly Compelling since
SST number of categories | 4 g5 (190), n=358 | 476 (182), n=378 - - o | the entrance criteria were not designed to
Method compiete e At Week 10, WLRT-R learning scores (verbal learning) improved from baseline in the seltorexant and quetiapine XR groups. This performance . . . . .
€ ods improvement continued through Week 26 for seltorexant; however, the quetiapine XR group declined by Week 26 (Figure 2). select part|C|pantS with COgnltIVG |mpa|rment-
e NCT04513912 included participants aged 18-74 years with a oS! percentperseverative | 1390 (779),n=358 | 1311(745),n=378 - lI;IS m;’a“ ‘fﬁerence betweer:‘ i”ter"e“ti‘;r‘lg"oul"s Sl el %/S Wiszg-i (95? Cl I;%ngi ;:2)- 4 (179 for se 43 (14%) ¢ - The minimal effects on other tests suggest
: : o : th Editi — Number of participants with a meaningful improvement at Wee ased on >1.96 was 4 (1.7/%) for seltorexant an 4%) for quetiapine XR. 0
Dolagnos.tlc and Stat!stlcal Manual (?f Mental Dlsc?rders, 5t Edition, P P . 9 P . . | | 9 Y these trends toward Improvement were not
diagnosis of MDD without psychotic features, with ® On the SDMar (processing speed), the seltorexant group improved by Week 10. At Week 26, improvement remained higher for seltorexant compared . . .
moderate-to-severe insomnia symptoms, and an inadequate response DSFT 6.30 (164),n=358 | 6.33 (160), n=378 with quetiapine XR (Figure 3). due to other nonspecific factors (i.e., practice
to 1-2 antidepressants at adequate dose and duration in the current — LS mean difference between intervention groups at Week 26 was 1.0 (95% CI -116, 3.25). effects)
depressive episode. — Number of participants with a meaningful improvement at Week 26 based on RCI >1.96 was 50 (21.1%) for seltorexant and 32 (14.5%) for '
e Participants with cognitive impairment per investigator judgement or DSBT 540 (2.06),n=358 | 547 (193),n=378 quetiapine XR.
with neurodegenerative disorders were excluded, and participants
>65 years must have had a Mini Mental State Examination . . ' ' I
>25 (or 223 for those with less than high school equivalent education) FIGURE 2: Change from baseline at Weeks 10 and 26 in FIGURE 3: Change from baseline at Weeks 10 and 26 in SDMaT These ﬁndlngs can inform the deSIQI’I
- - ' WLRT-R learning score 22.01(3340),n=344 | 2242 (33.719), n=370 WLRT-R Iearning score Of futu re Studies and analyses aimed at
® Participants were randomized 1:1 to receive oral seltorexant 20 mg or
quet!ap!ne XR .(ﬂeX|bIe, labeled dosgge) for 26.Weeks Wh”e. _ Bl Seltorexant 20 mg [ Quetiapine XR Bl Seltorexant 20 mg [ Quetiapine XR evaluatlng how treatment interventions
continuing their background selective serotonin reuptake inhibitors/ WLRT-R delayed recall trial 00 (3 3 099 (3.66) =36 3 5 — . o« o « .« .
Sergtonin_norepinephrine reuptake inhibitors. score 1100 (3.74), n=344 10.99 (3.66), =365 — Inﬂuence COgnltIVG performance N IndIVIduaIS
e Cognition was evaluated as part of the safety objectives using the 2 3.22 with MDD with IS.
novel iPad-administered ReVeRe.D cognitive test battery. TT, 1.11 S 4 T
. . . VBRT 715 (2.67), n=349 7.24 (2.49), n=372 v L o
— ReVeRe.D consists of eight assessments based on classical = 0.90 0.84 s €
neuropsychological tests spanning cognitive domains impacted in e O E g 909 187
MDD* SST, Digit Span Forward Test (DSFT), Digit Span Backward SDMAT 2180 (1734) 12335 | 3979 (15.69) ne3g? = E 1= 0 S 3~ e :
Test (DSBT), Word List Recall Test (WLRT-R), Visuospatial Block | 89 (I.34), n= 21562), n= f= %’ s 2 Acknowledgements
Recall Test (VBRT), Symbol Digit Matching Test (SDMar), Trail L3 0 > O 5 _ . . . _ SR
Making Test (TMT-B), and the Block Maze Test (BMT) S o 5% e o e e e
® Changes from baseline at Weeks 10 and 26 on the ReVeRe.D cognitive TMT-B 85.58 (93.27),n=342 | 80.58 (51.72), n=367 S c O g 0.37 funded by Johnson & Johnson.
tests were explored in the safety analysis set, consisting of all § -1 -0.27 o 1
randomized participants who received =1 dose of study intervention. g Disclosures
_ - 0 : BMT 26.30 (8.60), n=345 | 26.07 (8.29), n=370
Least Squ.are (LS) mean differences (95/0 Conﬁc!ence interval [CI]) 2 T 0 A. Wegener is a research fellow at Johnson & Johnson. All other authors are current/former Johnson & Johnson
between intervention groups was based on a mixed-effect model K | | employees and may hold stock/stock options in Johnson & Johnson.
for repeated measures with treatment, Country, age group, baseline ReVere.D statistics and n values are from participants who completed the baseline assessments. BMT, Week 10 Week 26 Week 10 Week 26
rumination level, time, and time-by-intervention interaction as SRS e o Roting Sanl S o o ST Sy 1 No. of No. of
factorS, and baseline Cognitive item score as a covariate. 95% Cls IDi(gj]i’c i\/ll\gﬁc[?lllqnsg, 'II\'/(Iast;c%.ST, S};/r':btc))l Sgo?tir?g Test; TIT\/I:CI'—BQ,J '?raillh;le?lg;lgtTe:t; \(;II:RT, \}isuéfrilll?a;rélsgckbRelcall partICIpantS: 290 291 234 219 partICIPGntSI 283 285 227 217
were not adjusted fOr muItIpIICIty Test; WLRT-R, Word List Recall Test; XR, extended release. SE, standard error; WLRT-R, Word List Recall Test; XR, extended release. SDMaT, Symbol Digit Matching Test; SE, standard error; XR, extended release.
— The number of participants with a meaningful improvement . , , T : . : - : e : "
at Week 26 was evaluated based on the reliable change index e Similar and generally small improvements from baseline were ® Limitations of these findings are that the entrance criteria were not designed to select participants with cognitive impairment, and cognitive
(RCI) z-value cut-off >1.96. RCI distinguishes clinical change from observed on the DSFT, DSBT, VBRT, TMT-B, and BMT in the assessments were included as a safety endpoint in the phase 3 trial.
measurement errors. seltorexant and quetiapine XR groups. — The study was not designed for formal statistical comparisons of cognition between treatment groups. @
Presented at: 22" Annual Scientific Meeting of REFERENCES:
The International Society for CNS Clinical Trials and Methodology 1. Tai XY, et al. Commun Biol. 2022:5(1):201. 2. Lam RW, et al. Can J Psychiatry. 2014;59(12):649-654. 3. Snyder HR. Psychol Bull. 2012:139(1):81-132. 4. Bogert J, et al. J Affect Disord. 2021;292:261-269.

(ISCTM); Washington, DC; February 18-20, 2026




