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Background

e Major depressive disorder (MDD) is a common mental iliness associated with functional impairment,
comorbidities, reduced quality of life, and impaired work productivity*?
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Results

Patient Population

e The pooled modified intent-to-treat (mITT) population comprised 950 patients (lumateperone + ADT, n=471; placebo + ADT, n=479) from Studies 501 and 502

Figure 2B. Change From Baseline to Day 43 in CGI-S Score Among Disease Characteristic Subgroups (mITT Population)
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Conclusions

In this pooled analysis, lumateperone 42 mg
adjunctive to ADT demonstrated consistent and
clinically meaningful improvements compared with
placebo adjunctive to ADT across demographic

and baseline disease subgroups of patients with
MDD enrolled in Studies 501 and 502

Lumateperone + ADT was generally well tolerated,
supporting its use as an adjunctive treatment
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— Specifically, lumateperone is a potent serotonin 5-HT,, receptor antagonist, a serotonin reuptake
inhibitor, a dopamine D, receptor presynaptic partial agonist and postsynaptic antagonist, and a
D; receptor-dependent indirect modulator of glutamatergic AMPA and NMDA currents’

— This novel mechanism of action with multimodal effects may confer robust efficacy with improved
tolerability compared with current treatment options

e The efficacy and safety of lumateperone 42 mg adjunctive to ADT were demonstrated in 2 Phase 3,
double-blind, placebo-controlled studies (Study 501 [NCT04985942]; Study 502 [NCT05061706]) in

Subgroup Analysis

e Significant improvement in MADRS Total score at Day 43 with lumateperone + ADT vs placebo + ADT was observed across all demographic subgroups (age,
sex, race, ethnicity, and region) (Figure 1A)

e Lumateperone + ADT significantly improved MADRS Total score from baseline to Day 43 across all baseline disease characteristics, including disease severity,

type of ADT, number of ADT failures in the current episode, and presence/absenceof anxious distress (Figure 1B)

Figure 1A. Change From Baseline to Day 43 in MADRS Total Score Among Demographic Subgroups (mITT Population)

Luma 42 mg + ADT Placebo + ADT

*4P<,001 ****P<.0001. MMRM in the mITT population. NI=Number of mITT patients in each group at baseline, n=Number of patients with Day 43 assessment.

ADT, antidepressant therapy; Cl, confidence interval; CGI-S, Clinical Global Impression—Severity; LSMD, least squares mean difference; Luma, lumateperone; MADRS, Montgomery-Asberg Depression Rating Scale; mITT, modified intent-to-treat; MMRM, mixed-effects model

for repeated measures; SNRI, serotonin-norepinephrine reuptake inhibitor; SSRI, selective serotonin reuptake inhibitor.

e Significant improvements in QIDS-SR-16 Total score (P<.05) at Day 43 were observed with lumateperone + ADT vs placebo + ADT in all patient subgroups,
except for race (White, P<.0001; non-White, P=4062) and region (non-US, P<.0001; US, P=0522) (Figures 3A and 3B)
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Table 1. Demographic and Baseline Disease Characteristic Subgroups

race, ethnicity, region, baseline disease severity, type of ADT, number of ADT failures, and baseline anxious distress) (Figures 2A and 2B)

Figure 2A. Change From Baseline to Day 43 in CGI-S Score Among Demographic Subgroups (mITT Population)
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**Pp<,01 ****P<0001. ANCOVA in the ITT population. NI=Number of ITT patients in each group at baseline, n=Number of patients with Day 43 assessment. .
ADT, antidepressant therapy; ANCOVA, analysis of covariance; Cl, confidence interval; LSMD, least squares mean difference; Luma, lumateperone; MADRS, Montgomery-Asberg Depression Rating Scale; ITT, intent-to-treat; QIDS-SR-16, Quick Inventory of Depressive
Symptomatology-Self Report-16 item; SNRI, serotonin-norepinephrine reuptake inhibitor; SSRI, selective serotonin reuptake inhibitor.
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Simpson-Angus Scale) and low rates of EPS-related TEAEs with lumateperone + ADT treatment
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