Conclusions

Efficacy of Lumateperone 42 mg for the Treatment of Major Depressive Disorder: Analysis
of Demographic and Clinical Subgroups in a Phase 3 Randomized Placebo-Controlled Trial e

placebo adjunctive to ADT across demographic and
disease characteristic subgroups of patients with MDD

Suresh Durgam, MD"; Willie R. Earley, MD?; Niko Wagner, PhD?; Hassan Lakkis, PhD?; Roger S. McIntyre, MD3#; Maurizio Fava, MD5® enrolled in Study 501

These results highlight lumateperone as a promising
'Former employee of Intra-Cellular Therapies, a Johnson & Johnson company, Bedminster, NJ, USA; “Intra-Cellular Therapies, a Johnson & Johnson company, Bedminster, NJ, USA; *Department of Psychiatry, University of Toronto, Toronto, ON, Canada; adjunctive treatment option for patients with MDD with
*‘Department of Pharmacology and Toxicology, University of Toronto, Toronto, ON, Canada; °Massachusetts General Hospital and Harvard Medical School, Boston, MA, USA inadequate ADT response

Acknowledgments
The authors thank all study investigators, research staff, and patients for their participation.
- Treatment with lumateperone + ADT consistently led to statistically significant improvements (P<.05) in CGI-S score Medical writing support was provided by Emily Smith of Nucleus Global, an Inizio company, funded
B a c k ro u n d M et h O d S Re S u Its : . . . . by Intra-Cellular Therapies, a Johnson & Johnson company.
vs placebo + ADT from baseline to Day 43 across all patient subgroups, independent of age, sex, race, ethnicity,

: : : : . . . . eographic region, baseline severity, ADT type, number of prior ADT failures in the current episode, or baseline
- Major depressive disorder (MDD) is a complex Study 501 enrolled eligible adults (18-65 years) Patient Population gnxi%uspdistregs Figures 2A and 2);3) yP P P Disclosures
mental illness with varying clinical presentations who met DSM-5 criteria for MDD with : : - : - S Durgam is a former employee of Intra-Cellular Therapies, a Johnson & Johnson company
. . ° - - + — . + , \

and treatment respc)nses1—3 Inadequate response to 1-2 courses of ADT in I\?ﬁrmogfgd intent-to-treat (mITT) pOPUIatlon comprlsed 481 patlents (Iumateperone ADT, n 239’ placebo . . . . WR Earley, N Wagner, and H Lakkis are full-time employees of Intra-Cellular Therapies,

Semoaraohic and aliical characteristios can the current depressive episode, defined as <50% , N=242) Figure 2A. Change from Baseline to Day 43 iIn Figure 2B. Chan.ge from Basellne.to.Day 43 in CGI-S a Johnson & Johnson company. | |

: grap . . ! improvement on the Antidepressant Treatment . Baseline d " d clinical oh .. o CGI-S Score Among Demographic Subgroups Score Among Disease Characteristic Subgroups RS Mcintyre has received research grant support from CIHR/GACD/National Natural Science

influence treatment outcomes in patlents with . . aseline aemograpnics and ciinical C aracteristics were similar between groups (mITT Po ulation) (mITT Po ulation) Foundation of China (NSFC) and the Milken Institute; speaker/consultation fees from Lundbeck,

. : Response Questionnaire P P Janssen, Alkermes, Neumora Therapeutics, Boehringer Ingelheim, Sage, Biogen, Mitsubishi Tanabe
MDD, maklng |t essentlal tO evaluate treatment — Th f I 45 Lumateperone  Placebo + LSMD (95% Cl)  Effect Size Lumateperone  Placebo + _ ; ;
« g : — Patients were experiencing a major depressive € mean age of patients was years T e - LSMD (95%CI)  Effect Size Pharma, Purdue, Pfizer, Otsuka, Takeda, Neurocrine, NeuraWell, Sunovion, Bausch Health, Axsome,
eﬂﬁcacy In distinct subgroups to establish . — Most tient White (76.7% df le (657% 240 years 78/90 86190 — 06(0.95,-034) 064 Baseline MADRS Total score <32 133/148  157/164 — 06(0.86,-040) 0,63 Novo Nordisk, Kris Pharma, Sanofi, Eisal, Intra-Cellular Therapies, NewBridge Pharmaceuticals,
d MADRS T t I >24 d CGI S 0S pa IENTS were Ite . o) AN emaie . (o) » - 07 001 045 "
ConSiStency Of treatment eﬁeCt1’2 eplso € ( O ? score 2 an - . Maleyears 1::;:9 tz;zz e :0:5 E:O:84: :0:21; '_(;'Zz Baseline MADRS Total score 232 83/91 72/78 '—'—‘ -0.8(-1.07,-044) 075 ViatriS, Abele, and Atai Life Sciences.
: : : Ce . score =4) and had Quick Inventory of Depressive Efficac Fomsi waiss 1saieo = oscose 082 7 SSR 18267 ieT - 08058050 076 M Fava reports the following disclosures related to the last 3 years: Research Support: AbbVie;
- Lumateperone is an a.typlcal a.nt!psychotlc Indicated Symptomatology-Self Report-16 (QIDS-SR-16) y . . o . - DI . ZZEEZZ?Z e TZZ;flth 1:::5 1::9 ::— Z:EZ:::: Z‘: Acadia Pharmacguticals; Aditum Bio Management Company, LLC; A.‘Il.ergan, AIke.rmes, Inc.; Altimate
for: treatment of schizophrenia in adults; treatment item score >14 at screenina and baseline - The primary endpoint was met for lumateperone + ADT, with significantly greater MADRS Total score improvement s 15122 0m s s o Health Corporation; Alto Neuroscience, Inc.; Ancora Bio, Inc.; Angelini S.p.A; Aptinyx; Arbor
of depressive episodes associated with bipolar - 9 from baseline to Day 43 vs placebo + ADT in the mITT population (least squares mean difference vs placebo [LSMD] T oorosn 08y o e o Pharmaceuticals LLC; Avanir Pharmaceuticals Inc.; Axsome; Benckiser Pharmaceuticals, Inc;
p. p. S P . Patients were randomized 11 to 6-week. oral . y P 2902 9 P ’ us s oo — 908(115,.04) 078 o asieseatbesdne T e L prrmeEm e BioClinica, Inc.; Biogen; BioHaven; BioShin Limited; Cambridge Science Corporation; Centrexion

I OI’ ” dlSOI‘der (blpOIar depreSSIOn) In adUItS, aS I t 42 /d + ADT I ’ b + ADT —4.9; effect S|Ze [ES], —0.61; P<.OOO1) Non-US 152/164 160/168 - - - —— | 0-6(-0-84,i-0-38) -0.59 No anxious distress at baseline 116/130 137/144 . . - —— | —0.5(—0.7;1,-0.25) -0.50 TherapeUtiCS Corporation; Cerecor; Cybln |RL lelted, DamOna PharmaCGUticaIS; EmbarkNeurO;

monotherapy and as adjunctive therapy with lithium umateperone mg/aay or pfacebo o . . Favors mateperone +ADT T Favors placebo +ADT Favors mateparons +ADT " Favors lacebo + ADT Eliem Ther?peutics LTD;.Gate Neurosciences, Inc.; GenOmind, LLC; Qentelon, LLC; G.erbera

or valproate; and treatment of MDD in adults as - The primary and key secondary endpoints were the - Lumateperone + ADT significantly improved CGI-S score (LSMD, -0.7; ES, -0.67; P<.0001) from baseline to e 05 ++ e O] #+4 Pe 0]+ Pe. 0001 Iﬂlegsgggt;ﬁi,ollf\lﬂcgt Eljllztpigz: élsg?]izf; ﬁtnioh&ﬁlzf;nﬁ:;dgﬁgfnigze mi:;nllfcphl\z:’gsglﬁﬁfs e
. . 4 i i Dav 43 vs placebo + ADT in the mITT population *P<.05 **P<,01 ***P<.001 ****P<.0001. n=Number of patients analyzed; NI=Number of patients in each group at baseline. ’ ” i ) i ’ v ’ R ’

adjunct to antidepressant therapy (ADT) changesgrgrgl bSasellne to Day 4.3 Ill’l MADRS Total y P POop n=Number of patients analyzed: Ni=Number of patients in each group at baseline. ADT, antidepressant therapy; CGI-S, Clinical Global Impression-Severity Scale; LSMD, least squares Neuralstem; Neurocrine Biosciences, Inc.; NeuroRX Inc.; Novaremed; Novartis; Otsuka; Pfizer;

- . . score an - SCOI‘e, res eCt|Ve . . . . ADT, antidepressant therapy; CGI-S, Clinical Global Impression-Severity Scale; LSMD, least squares mean difference; MADRS, Montgomery-Asberg Depression Rating Scale; mITT, modified intent-to-treat; Premiere Research International; Praxis Precision Medicines; Protagenic Therapeutics, Inc.;
Lumateper.one IS a S!mUItaneOUS mOdUIHtOr p . y ¢ Lumateperone + ADT Slgnlﬁcantly Impl‘Oved Se|f—rep0|‘ted depl‘eSS|Ve Symptoms at Day 43 VS placebo + ADT, mean difference; mITT, modified intent-to-treat. SNRI, serotonin-norepinephrine reuptake inhibitor; SSRI, selective serotonin reuptake inhibitor. Relmada Therapeutics Inc.; Reckitt; Shenox Pharmaceuticals; Stanley Medical Research Institute
of serotonin, dopamine, and glutamate - MADRS response and remission, as well as change as measured by QIDS-SR-16 Total score (LSMD, —-2.4; P<.0001) in the ITT population (SMRI); Taisho; Takeda; University of Michigan; Vistagen; WinSanTor, Inc.; Xenon Pharmaceuticals,

iecinn® ; i i _ . . . . Inc.; National Institute of Drug Abuse (NIDA); National Institutes of Health (NIH); National
neurotransmission from baseline to Day 43 in patient-rated scales - Lumateperone + ADT significantly improved (P<.05) QIDS-SR-16 Total score at Day 43 vs placebo + ADT in all . g Abuse (NIDA) (NIF) .

S coallv. | . for depression (Q|DS—SR—16 Total score. ranae . . ) . Institute of Mental Health (NIMH); and PCORI. M Fava has not done any personal consulting. Any

pecitically, lumateperone Is a potent P . fotal score, rang Subgroup Analysis patient subgroups, except for race (White, P<.0001; non-White, P=5011) (Figure 3A and 3B) consulting he has done has been on behalf of Massachusetts General Hospital, except for Revival
serotonin 5-HT,, receptor antagonist, a from O to 27; higher scores indicating more severe Consi . . MADRS Total Dav 43 with | ADT ncebo + ADT . 4 Therapeutics and Sensorium Therapeutics. Speaking/Publishing: Lecture given at Global Medical

: : : i ANT0 « Consistent improvement in otal score at Da with lumateperone + VS placebo + was observe . . . . . . Education, Inc. Mood Disorders Summit, November 2020. Stock/Other Financial Options: Equit
dopamine D, receptor presynaptic partial depression’), were also assessed . PTe y 1atep . > P Figure 3A. Change from Baseline to Day 43 in QIDS- Figure 3B. Change from Baseline to Day 43 in QIDS- earon T ISOTEETS 9 T TOVETIneT = ! anela’ UpTos: =AUy
. . . Holdings: Compellis; Neuromity; Psy Therapeutics; Revival Therapeutics; Sensorium Therapeutics.
aaonist and postsvnaptic antagonist. a D , , In all demographic subgroups assessed (age, sex, race group, ethnicity, and region) (Figure 1A . . . L.

g P y .p ) g ’ 1 o Efﬁcacy was evaluated in the overall populat|on and SR-16 Total Score Among Demographlc Subgroups SR-16 Total Score Among Disease Characteristic Royalty/patent, other income: Patents for Sequential Parallel Comparison Design (SPCD),
receptor—dependent indirect modulator of in patient subgroups by demographic and baseline . Lumateperone + ADT significantly improved MADRS Total score from baseline to Day 43 irrespective of (mITT Population) Subgroups (mITT Population) licensed by MGH to Pharmaceutical Product Development, LLC (PPD) (US7840419, US 7647235,
AMPA and NMDA currents. and a serotonin : . : . . ) .. , : , , : Lumateperone Placebo + Lumateperone Placebo + US_7983936, US_8145504, US_8145505); and patent application for a combination of Ketamine

. . ’ disease characteristics using a mixed-effects model baseline disease characteristics (disease severity, type of ADT, number of ADT failures in the current episode, e * LoD 854 G Efact st ST DS CY et e plus Scopolamine in Major Depressive Disorder (MDD), licensed by MGH to Biohaven. Patents for
reuptake inhibitor for repeated measures (MMRM) or analysis of and presence/absence of anxious distress) (Figure 1B) o oo — i ] s e S| pharmacogenomics of Depression Treatment with Folate (US 9546401, US.9540691). Copyright

— This novel mechanism of action with multimodal covariance (BOX 1) vale suss 803 - 24(388,084) 050 - o _2:6(_3:59:_1:53) o for the MGH Cognitive & Physical Functioning Questionnaire (CPFQ), Sexual Functioning Inventory

. Fomale 1657168 1687160 - AAEALA 050 * SFI), Antidepressant Treatment Response Questionnaire (ATRQ), Discontinuation-Emergent
effeCtS ma Confer rObUSt efﬁcac Wlth o o o o o o White 177/180 188/191 — -3.0 (-3.95, -2.00 -0.64 SNRI or other 773 73/75 = -1.9(-3.45,-0.29) -0.40 ( . . . . .
. . tyl hilit 9 Yth ‘ Figure 1A. Change from Baseline to Day 43 in Figure 1B. Change from Baseline to Day 43 in MADRS - _ pema o e Signs & Symptoms (DESS), Symptoms of Depression Questionnaire (SDQ), and SAFER: Belvoir:
IMprove olieranlil compared wi curren o M M M Hispanic/Latino 13/14 16/16 = -5.1(-8.81, -1.42 -1.09 I i illi ilkkins: . i i ishi
P : y P _ _ . MADRS Total Score Among Demographic Subgroups Total Score Among Disease Characteristic Subgroups s e ; 510785240 00 Lippincott, Williams & Wilkins; Wolters Kluwer; World Scientific Publishing Co. Pte. Ltd.

treatment OptIOnS Box 1. Demographlc and Basellne Dlsease (mITT Population) (mITT Population) o s s . a0 0 Anxious distress at baseline 108/110 97/99 -y * -37(-5.01,-240)  -0.80

. The emcacy and Safety Of |umateper0ne 42 mg Characteristic Subgroups Non-US 164/166 165/168 -g - - - - - _él - - | : -2.7;.77,-1.59) -0.53 No anxious distress at baseline 128/131 141/144 ;’9 . . . . . . . l-'1 | j -1.3(-2.42, -0.14) -0.28

adenCtive tO ADT were eStainShed in 2 Phase L:Zm:;ezigf: Pla:TJbTM LSMD (95% Cl)  Effect Size * mslr:1ADT :1\/?1: LSMD (95% CI)  Effect Size ravers lumeteperone mAT LSMD (95% Cl vs placebo e plesbo A ravors lumateperone * APT | swp (95% CI) vs placebo ravors placebo + ABT
. . N1 NNt Baseline MADRS Total score <32 133/148  157/164 R -45(-6.31,-265)  -0.56 * P< 05 **P<.01 *** P<.001 **** P<.0001.

3 randOmlzed, dOUble'bllnd, placebO'ContrO"ed . " ) Baseline disease <40 years 78190 86190 a 46(7.01,216) . 087 | | | ( | n=Number of patients analyzed; N1I=Number of patients in each group at baseline. N o t
° emo ra IC su rou s ) ) 540 years 138/149 1431152 ' *,;* ' 51 (6.94, -3.23) - Baseline MADRS Total score 232 83/91 72/78 i -5.7 (-8.18, -3.17 -0.71 *P<O5 **P<O1 ***P<OO1 ****P<OOO1 ADT, td t th , LSMD, I t dﬁ_. : MADRS, M t _A b h

trials (StUdy 501 [NCTO4985.942] .and . grap 9 P characteristic subgroups Vol 583 76182 ¥ 43(686,182) 054 SSR 152167 1611167 — e 53(7.02,352)  -0.66 n=Number of patients analyzed; N1=Number of patients in each group at baseline. Dep.—sgsi'oﬁ%raetsiﬁgns,cauee:arﬁuyﬁ, modiﬁeeads in?cgzi-rtis-tr?:aatr;‘ QIIDEg?Sr]Ig-?6, Quick Invgnntc?r?/ngirgepie:;?ve eu rO pSy C Ia ry

StUdy 502 [NCTO5061706]) N pat|ents W|th MDD Fomale 138156 153160 e §2(7.06,-330)  -065 . ADT, antidepressant therapy; LSMD, least squares mean difference; mITT, modified intent-to-treat; Symptomatology-Self Report-16 item; SNRI, serotonin-norepinephrine reuptake inhibitor;
i+h inad te ADT 6-9 . s e i, O S SNRI o other s41r2 88175 ’ - | AOLOTL A8 05 QIDS-SR-16, Quick Inventory of Depressive Symptomatology-Self Report-16 item. SSRI, selective serotonin reuptake inhibitor.

Wi INa equa e response - . I, B 1 ADT failure 194/215 197/209 — . 45(-6.07,-2.95)  -0.56

Non-White 55/61 49/51 i -3.1 (-6.18, -0.05) -0.39 ' R ’
- In both studies, lumateperone 42 mg + ADT ¢ 8861579978 123 - = - 7818318 004 - Treatment with lumateperone + ADT consistently led to statistically significant improvements (P<.05) in MADRS
. . A 1 1 Not Hispanic/Latino 205/224 214/226 —e— -4.5 (-6.03, -3.0) -0.57 o o o o
met the primary and key secondary endpoints, . Age: =40 or >40 years Disease severity ~ reosam o — e3(o00 451 085 response at Day 43 vs placebo + ADT in all patient subgroups, except for race (White, P<.0001; non-White, P=.2660)
showing significant improvement vs placel;zo + - Sex: male or female - Type of ADT e veotes | wsen2m o Noamiowsdstessatbasetne a0 goras - T | teanns o and ethnicity (Hispanic/Latino, P=.0938; not Hispanic/Latino, P<.0001)
ADT at Day 43 on both the Montgomery—Asberg Race: Whi . Number of ADT failures in — N P
‘ ace: Whlte or non_WhIte . Favors lumateperone + ADT LSMD (95% CI laceb Favors placebo + ADT Favors lumateperone + ADT Favors placebo + ADT . . . . . . . o
Depression Rating Scale (MADRS) Total score . Ethnicity: Hispanic/Latino the current episode A LakD (55% 1 placeo - Treatment with lumateperone + ADT consistently led to statistically significant improvements (P<.05) in MADRS Scan the QR code
[ ° ) ) .. . . A ® ® + ° ° °
and Clinical Global Impression-Severity (CGI-S) or not Hispanic/Latino Presence/absence of 0 PO 2o e 00 e 0001 (P<06 *1P<O1 *1P<O0T TTP<O00L remission at Da.y 43 VS placebo + ADT across subgroups for age, sex, region, disease sev§r!ty, aqd pre.sence./ The QR code is intended to provide scientific information for
score, and was generally well tolerated®” . Region: US or non-US DSM-5—d.eﬁned Nf=Number of patients in each group at baseline. o DT :rr:‘ti;;&egszftnﬁérr‘a‘;?‘fLg;ﬁ[‘;,plj;‘sta:c?u';‘fés ean difference: MADRS, Montgomery-sberg absence of anxious distress, but not for race (White, P=0002; non-White, P=./936), ethnicity (Hispanic/Latino, individual reference, and the information should not be altered or
. : YIS 6l SEress ADT, antidepressant therapy; LSMD, least squares mean difference; MADRS, Montgomery-Asberg  Depression Rating Scale; miTT, modified intent-to-treat; SNRI, serotonin-norepinephrine reuptake P=1009; not Hispanic/Latino, P~0028), type of ADT (SNRI/other, P=3141; SSRI, P=0010), or number of ADT failures reproduced in any way.
* This anaIyS|S of StUdy 501 evaluated the efﬁcacy Depression Rating Scale; mITT, modified intent-to-treat. inhibitor; SSRI, selective serotonin reuptake inhibitor. . . . .
. ) in the current episode (2 failures, P=2127; 1 failure, P~.0023)

of lumateperone 42 mg adjunctive to ADT across

demographlc and Cllnlcal SUbngUpS Of patlentS ADT, antidepressant therapy; DSM-5, Diagnostic and Statistical Manual of Mental

with MDD with inadequate ADT response Disorders, Fifth Edition.

Presented at the Psych Congress Elevate, June 3-6, 2026, Las Vegas, NV, USA References: Email questions to
1. Perna G, et al. Psychiatry Investig. 2020;17193-206; 2. Iniesta R, et al. Sci Rep. 2018;8:5530; 3. Marx W, et al. Nat Rev Dis Primers. 2023;9:44; 4. Caplyta. 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. Niko Wagner at nwagner@its,jnj,com

Am J Psychiatry. 2025;182(12):1072-1082; 8. ClinicalTrials.gov. Study NCT04985942. Accessed October 1, 2025. https://clinicaltrials.gov/study/NCT04985942; 9. ClinicalTrials.gov. Study NCT05061706. Accessed October 1, 2025. https://clinicaltrials.gov/study/NCTO5061706; 10. Rush J, et al. Biol Psychiatry. 2003;54:573-583.






