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Background

+ Current treatments for major
depressive disorder (MDD) may not
resolve all symptoms, and the
presence of residual symptoms
predicts disease relapse and
recurrence as well as reduced quality
of life and functional impairment™3

+ Lumateperone is an atypical
antipsychotic indicated in adults for:
(1) treatment of MDD as adjunct to
antidepressant therapy (ADT); (2)
treatment of depressive episodes
associated with bipolar | or Il disorder
(bipolar depression), as monotherapy
and as adjunctive therapy with lithium
or valproate; (3) and treatment of
schizophrenia’

+ Lumateperone simultaneously
modulates serotonin, dopamine,
and indirectly through Dy-receptor
modulation, glutamatergic NMDA
and AMPA receptors®

- Although the mechanism of action
is unknown, lumateperone is a
potent serotonin 5-HT,, receptor
antagonist, a dopamine D, receptor
presynaptic partial agonist and
postsynaptic antagonist, a Dy
receptor-dependent indirect
modulator of glutamatergic AMPA
and NMDA currents, and a
serotonin reuptake inhibitor45

This novel mechanism of action with
multimodal effects may confer
robust efficacy with improved
safety and tolerability

+ The two pivotal Phase 3, randomised,
double-blind, placebo-controlled,
multicentre trials (Study 501,
NCT4985942; Study 502,
NCT05061706) demonstrated that
lumateperone 42 mg/day + ADT
significantly improved depressive
symptoms compared with placebo +
ADT, as measured by both clinician-
rated and patient-rated outcomes,
in patients with MDD with inadequate
ADT response®”

- Lumateperone 42 mg/day + ADT
had a favourable safety profile,
with no notable changes in
cardiometabolic parameters or
body weight&7

+ This pooled post hoc analysis of
Studies 501 and 502 assessed the
efficacy of lumateperone 42 mg +
ADT on individual Montgomery-
Asberg Depression Rating Scale
(MADRS) item scores to determine
whether improvements in depressive
symptoms were observed broadly
across MADRS items or were driven
by changes in only a limited number
of symptoms

Methods

+ Pooled data were analysed from
Studies 501 and 502 involving adults
(18-65 years) with DSM-5-defined
MDD with inadequate response to
1or 2 ADT in the current depressive
episode, with a MADRS Total score
224, Clinical Global Impression—
Severity score 24 and Quick Inventory.
of Depressive Symptomatology-Self
Report-16 item score 214

Patients with a significant risk of
suicidal behaviour were excluded

« Patients were randomised to 6 weeks
of lumateperone 42 mg + ADT or
placebo + ADT

+ The change from baseline to Day 43 in
MADRS Total score was analysed
using a mixed-effects model for
repeated measures in the modified
intent-to-treat (mITT) population
(all randomised patients who received
21 treatment dose, with a baseline and
21 postbaseline MADRS Total score)

« This post hoc analysis investigated
change in individual MADRS items
using analysis of covariance models
in the mITT population

- Clinically meaningful change in
individual MADRS items was
defined as the proportion of
patients with an improvement of
22 points from baseline

- The proportion of patients with
MADRS item scores <1 (minimal or
no symptoms) at Day 43 was
also assessed

Results

A total of 950 patients were included in the pooled mITT population (lumateperone 42 mg + ADT, n=471; placebo + ADT, n=479)

Baseline characteristics were similar for the 2 groups

- The mean (range) age was 45.2 (18-65) years in the lumateperone 42 mg + ADT group and 45.8 (18-65) years in the placebo + ADT group

- Most patients were female (67.5% in the lumateperone 42 mg + ADT group and 67.8% in the placebo + ADT group) and White (85.8% in the lumateperone 42 mg + ADT
group and 86.2% in the placebo + ADT group)

At Day 43, lumateperone + ADT slgnlflcantly improved MADRS Total score versus placebo + ADT (least squares mean difference [LSMD] vs placebo + ADT, -4.7 [95% ClI,

-5.8, -3.7); effect size, -0.59; P<.0001)

- Mean baseline scores on individual MADRS items ranged from 4.1 (reported sadness; ‘pervasive’) to 0.4 (suicidal thoughts; ‘enjoys life or takes it as it comes’) in the
lumateperone + ADT group (Figure 1)

- Median baseline scores on individual MADRS items ranged from 4.0 (reported sadness, apparent sadness, reduced sleep, concentration difficulties, lassitude, inability to
feel) to O (suicidal thoughts) in the Iumateperone +ADT group

At Day 43, there were statisti in all 10 MADRS items with lumateperone + ADT versus placebo + ADT (Figure 1)

- The largest improvement was in reduced sleep (LSMD -0.90; 95% Cl, -1.08, -0.71; P<.001)

- The smallest improvement was in suicidal thoughts (LSMD, -0.06; 95 % Cl, -0.12, 0.00; P=.042); this may be explained by the lower baseline values on this item stemming
from the exclusnon of patlents with risk of suicidal behaviour

ith one + ADT versus placebo + ADT were seen from Day 8 for apparent sadness, reported sadness, inner tension, and reduced sleep
and from Day 15 for Iassntude and inability to feel; improvements were maintained through end of treatment (Figure 1)

Figure 1. Improvements in Individual MADRS Items From Baseline to Day 43
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At Day 43, improvements of =2 points were observed across 9 of the 10 MADRS items in patients receiving lumateperone 42 mg + ADT (Figure 2)
~ The exclusion of patients with risk of suicidal behaviour explains the low proportion of patients with 22 point improvement in suicidal thoughts

Figure 2. (A) Fr of MADRS Indivit Item Scores at Baseline (B) Proportion of Patients With an Improvement of 22 Points
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+ At Day 43, the proportion of patients with absent or minimal individual symptoms increased across all items in the lumateperone 42 mg + ADT group vs the placebo + ADT
group (Figure 3)
- The exclusion of patients with risk of suicidal behaviour explains the higher proportion of patients with a score of <1 on the suicidal thoughts item at Day 43

Figure 3. Proportion of Patients With a Score of <1 on Each MADRS Item at Day 43 With Lumateperone 42 mg + ADT vs Placebo + ADT
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Conclusions

Lumateperone 42 mg + ADT
demonstrated superior
efficacy compared with
placebo + ADT in improving a
broad range of depression
symptoms in patients with
MDD with inadequate ADT
response

Early improvement from
baseline was seen across key
MADRS items with
lumateperone 42 mg + ADT
versus placebo + ADT and
maintained through end of
treatment

points improvement in
individual MADRS items with
lumateperone 42 mg + ADT
versus placebo + ADT

Lumateperone + ADT
compared with placebo +
ADT was associated with an
increased percentage of
patients with no or minimal
symptoms as assessed using
individual MADRS items,
which accords with evidence
of relatively large effect size
improvement in overall
depressive symptoms®

@ More patients achieved 22

Acknowledgments

The authors thank all study investigators, research
staff, and patients for their participation. Medical
writing support was provided by Adam Ruth, PhD, of
Nucleus Global, an Inizio company, funded by
Intra-Cellular Therapies, a Johnson & Johnson
company.

Disclosures

CU Correll has been a consultant and/or advisor to
or has received honoraria from AbbVie, Alkermes,
Allergan, Angelini, Aristo, Autobahn, Aytu, Axsome,
Boehringer Ingelheim, Brandaris, Bristol Myers
Squibb, Cardio Diagnostics, Casasco, Cerevel,
CNX Therapeutics, Cogstate, Compass Pathways,
Darnytsia, Delpor, Denovo, Draig, Eli Lilly,
EuMentis Therapeutics, Gedeon Richter,
GH Research, Hetero, Hikma, Holmusk, Intra-Cellular
Therapies, Jamjoom Pharma, Janssen/J&J, Karuna,
LB Pharmaceuticals, Lundbeck, Mapi, MapLight,
Medincell, MedLink Global, Merck, Mindpax,
Mitsubishi Tanabe Pharmaceuticals, Mylan,
Neumora Therapeutics, Neuraxpharm, Neurocrine,
Neurelis, Neurosterix, NeuShen, Neusignal
Therapeutics, Newron, Noven, Novo Nordisk,
Orion Pharma, OM Pharma, Oruka, Otsuka, Phrenix,
PPD Biotech, qCell, Recognify Life Sciences,

i, Relmada, Resp Phart ical
Reviva, Roemmers, Rovi, Saladax, Sanofi, Seqirus,
Serina, Servier, Sumitomo Pharma America,
Sunovion, Sun Pharma, Supernus, Syremis, Tabuk,
Takeda, Teva, Terran, Tolmar, Vertex, Viatris,
and Xenon Pharmaceuticals. He provided expert
testimony for Janssen, Lundbeck, Neurocrine,
and Otsuka. He served on a Data Safety Monitoring
Board for Compass Pathways, Intra-Cellular
Therapies, Relmada, Reviva, and Rovi. He has
received grant support from Boehringer Ingelheim,
Janssen, and Takeda. He received royalties from
UpToDate and is also a stock option or stockholder in
Cardio Diagnostics, Kiileon Bioscience,
LB Pharmaceuticals, Medincell, MedLink Global,
Mindpax, Quantic, and Terran.

S Durgam is a former employee of Intra-Cellular
Therapies, a Johnson & Johnson company.

WR Earley is a full-time employee of Intra-Cellular
Therapies, a Johnson & Johnson company.

| Turkoz is an employee of Johnson & Johnson.

JJ Sheehan is an employee of Johnson & Johnson
Innovative Medicine.

RS Mclintyre has received research grant support
from CIHR/GACD/National Natural Science
Foundation of China (NSFC) and the Milken Institute;
and speaker/consultation fees from Lundbeck,
Janssen, Alkermes, Neumora Therapeutics,
Boehringer Ingelheim, Sage, Biogen, Mitsubishi
Tanabe Pharma, Purdue, Pfizer, Otsuka, Takeda,
Neurocrine, NeuraWell, Sunovion, Bausch Health,
Axsome, Novo Nordisk, Kris Pharma, Sanofi, Eisai,
Intra-Cellular Therapies, NewBridge Pharmaceuticals,
Viatris, AbbVie, and Atai Life Sciences.

Funding

This study was funded by Intra-Cellular Therapies, a
Johnson & Johnson company.

Presented at the European College of

Neuropsychopharmacology (ECNP) Congress,

10-13 October 2026, Munich, Germany

References:

1.Lai W, et al. BMC Psychiatry. 2025:25:310; 2. Nierenberg AA, et al. Psychol Med. 2010;40:41-50; 3. Whiston A, et al. Front Psychiatry. 2022,13:746678; 4. Caplyta (lumateperone).
Prescribing information. Intra-Cellular Therapies, Inc; 2026; 5. Titulaer J, et al. Eur Neuropsychopharmacol, 2022;62:22-35; 6. Durgam S, et al. J Clin Psychiatry. 2025;86:25m15848;
7.Durgam S, et al. Am J Psychiatry. 2025;182(12):1072-1082; 8. Mcintyre RS, et al. JAMA Psychiatry. 2026;83(7):741-750.

Neuropsychiatry (?

Scan the QR code

The QR code is intended to provide scientific
information for individual reference, and the
information should not be altered or
reproduced in any way

Email questions to Christoph U. Correll, MD
at christophcorrell@hotmail.com






