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Background

- Major depressive disorder (MDD) is a highly disabling,
complex, and heterogenous disease that burdens a diverse
patient population™

- In patients with MDD with inadequate response to antidepressant
therapy (ADT), adjunctive atypical antipsychotic treatment is a
recognized treatment strategy, warranting the need to evaluate its
use across demographic and disease characteristics*

- Lumateperone is an atypical antipsychotic indicated for the
treatment of MDD in adults as adjunct to ADT; the treatment of
schizophrenia in adults; and the treatment of depressive episodes
associated with bipolar | or Il disorder (bipolar depression) in
adults, as monotherapy and as adjunctive therapy with lithium or
valproate®

- Lumateperone is a potent serotonin 5-HT,, receptor
antagonist, a dopamine D, receptor presynaptic partial agonist
and postsynaptic antagonist, a D, receptor-dependent indirect
modulator of glutamatergic AMPA and NMDA currents, and a
serotonin reuptake inhibitor®

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

- The efficacy and safety of lumateperone 42 mg adjunctive to
ADT were established in two Phase 3 randomized, double-blind,
placebo-controlled trials (Study 501 [NCT04985942] and Study

502 [INCTO05061706]) in patients with MDD with inadequate
ADT response’®

- In Study 501, patients who received lumateperone 42 mg + ADT
demonstrated consistent and clinically meaningful
Improvements in depression symptoms and disease severity
compared with placebo + ADT across subgroups®

* In this post hoc analysis of Study 502, the efficacy of
lumateperone 42 mg + ADT vs placebo + ADT was evaluated
within various demographic and clinical subgroups of patients with
MDD with inadequate ADT response

Methods

- Eligible patients (aged 18-65 years) met DSM-5 criteria for MDD
with inadequate response to 1-2 ADT courses in the current major
depressive episode and had Montgomery—,&sberg Depression
Rating Scale (MADRS) Total score =24, Clinical Global Impression—
Severity (CGI-S) score 24, and Quick Inventory of Depressive
Symptomatology-Self Report-16 item (QIDS-SR-16) Total score =14

- Inadequate response to ADT was defined as <60%
improvement with 26 weeks ADT monotherapy, as confirmed
by the Antidepressant Treatment Response Questionnaire

- Patients were randomized 1:1 to 6-week oral lumateperone 42 mg
or placebo adjunctive to ADT

- Efficacy was assessed in the overall population for the primary
endpoint (change in MADRS Total score from baseline to Day 43)
and key secondary endpoint (change in CGI-S score from baseline
to Day 43) using a mixed-effects model for repeated
measures (MMRM)

- The subgroup analysis of these endpoints was performed by
demographic and disease characteristic subgroups using an
MMRM (Table 1)

« Change in QIDS-SR-16 Total score from baseline to Day 43 was
also assessed in the overall population and subgroups using an
analysis of covariance
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Conclusions

Lumateperone 42 mg adjunctive
to ADT showed significant
iImprovements over placebo
adjunctive to ADT in depression
symptoms and disease severity
across most subgroups of patients
with MDD enrolled in Study 502

These results further support
adjunctive lumateperone 42 mg
as an effective option for patients

Table 1. Demographic and Baseline Disease Characteristic Subgroups
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Email questions to
Willie R. Earley at wearley@its.jnj.com
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