Efficacy and Safety of Esketamine Nasal Spray as Monotherapy in Adult Patients

ESK monotherapy demonstrated efficacy up to
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Conclusions
This analysis showed that treatment with
esketamine nasal spray monotherapy alone for
Introduction dosing recommendations, with flexible ESK dosing Results * At the end of the OL phase, the proportion of patients achieving clinically substantial improvement, response, and : : :
. . , . (56 or 84 mg) based on clinical judgement remission was similar among the 3 treatment arms (Figure 3) Figure 3: Proportion of patients achieving (A) clinically substantial change,? (B) response,® and (C) remission® up to 4 months in adult patients with TRD was
* Treatment-resistant depression (TRD) is a chronic : - Baseline characteristics . o : o . ’ ’ associated with clinically substantial and sustained
condition and is associated with higher rates of relapse - All patients received OL ESK 56 mg on Day 28, - At the end of the OL phase, clinically substantial improvement in MADRS total score was attained in 68.9%, ) ) .
increased mortality, and a greater risk for suicide ’ regardless of their assignment in the DB phase; * Of a total 227 patients included in this analysis, 121 received placebo, 48 received ESK 56 mg, and 58 received 70.8%, and 77.6% of patients in the PBO/ESK, ESK 56 mg/ESK, and ESK 84 mg/ESK groups, respectively A improvements in depression symptoms
compared with non—treatment-resistant depression’? subsequent doses were ﬂeX|b.I.e (66 or 84 mg) SN B g LA 03 (BIE) (9 DEKsie - Response was attained in 58.0%, 60.4%, and 65.5% of patients, and remission was attained in 41.2%, 47.9%, 100 - DB treatment OL ESK treatment . . .
TRD is most frequently defined as an inadequate based on efficacy and tolerability » Demographic and baseline characteristics were comparable among the treatment arms (Table 1) and 39.7% of patients, respectively, at day 105 ’ PBO (DB} PBO/ESK (OL) TEAEs were consistent with the established safety
_ . . | O o ore .
response to at least 2 oral antidepressants of B \Tvzeelileycgor?r\r/]\/eenedkes,detcz)Sggf:EC\lyee;Cb}; Vgscszgvv\cg:kly - At DB baseline, mean age was 44.8 years, most patients (60.4%) were female, and mean (SD) MADRS total score 90 - m ESK 56 mg (DB) = ESK 56 mg/ESK (OL) and tolerability profile of esketamine nasal spray,
adequate dose and duration during the current ’ was 37.3 (4.74) i = ESK84mg (DB) ~ ESK 84 mg/ESK (O i i i i
>4 J dosing from Weeks 9 to 12. From Week 13 to Week Figure 2: Mean (*SE) change from baseline in MADRS total score over time 80 - | with no new Safety S|gnals identified
episode g
. o 16, the dosing frequency (weekly or every other 20
* Esketamine nasal Spray (ESK) was In.ltla”y app.roved Week) was based on clinical jUdgment Table 1 Demograph|cs and baseline characteristics DB treatment OL ESK treatment —=— PBO (DB) °
in the US for the treatment of TRD in adults, in . I elinically indicated. oat d recet | O - | —a— ESK 56 mg (DB) X o5
conjunction with an oral antidepressant? c.mlca y In |cate. , patients cou recelv.e .an ora i .,‘§ il
o . . antidepressant during the OL phase in addition to ESK PBO/ESK ESK 56 mg/ESK ESK 84 mg/ESK o ; —e— ESK 84 mg (DB) = o e .
* Findings from a phase 4, randomized, double-blind, . Thi h vsis included , ; 3 coh N = 121 N =48 N =58 _ = | 5 = PBO/ESK (OL QL 50 - L|m|tat|ons
placebo-controlled, multicenter study (NCT04599855) frc;rieczztstz(;;na ysis included patients from 3 cohorts g -0 - (OL) E
demonstrated that ESK as monotherapy led to a rapid c 9 —&— ESK 56 mg/ESK (OL) 40 -
Depression Rating Scale (MADRS) total score compared subsequently switched to flexibly dosed ESK during ] S o -10 - ‘ . I IS IS a post hoc ana YSIS with small numbers o
with placebo at day 28* the OL phase (PBO/ESK) Sex,n (%) . — i 20 - patients in each subgroup
- Based on these findings, ESK was approved in the - Received ESK 56 mg during the DB phase and Female 73 (60.3 57 (56.3 37 (63.8 137 (604 =L \
: : : : : : : : -15 -
US as the first and only monotherapy for adults with continued with flexibly dosed ESK during the ( ) ( ) ( ) ( ) o ‘é’ / — T 10 -
3,5 T -
TRD OL phase (ESK 56 mg/ESK) Male 48 (397) 21(43.8) 21(36.2) 90 (39.6) =< : : I 0.
* The objective of this post hoc analysis was to evaluate - Received ESK 84 mg during the DB phase and @ E 20 4 ; e S 1 2 8 15 22 28 35 42 49 56 63 70 77 o1 105 End Acknowledgments
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4 months, including double-blind and open-label * Only patients from the full efficacy analysis set American Indian 0 1(21) 0 1(04) = -25- ; J B Discl
treatment phases (Figure 1) who received ESK as monotherapy (without or Alaska Native ' ' 100 - DB treatment OL ESK treatment Isclosures . | | | .
ad-on oral antidepressants) during the OL phase were e a -PBO(DB  «PBO/ESK (0L B e e 1
Methods included in this analysis; randomized patients who Asian 2 (1.7) 0] 2(34) 4 (1.8) -30 — | | | — | | | | | | | | | | | | 90 - I = ESK 56 mg (DB) = ESK 56 mg/ESK (OL) Brii Biosciences, Bristol Myers Squibb, Cerevel, Cognitive Research Corporation, Corium, Delpor, Evolution
were not part of the full efficacy analysis set were BL2 8 15 22 28 35 42 49 5656 63 70 77 84 91 98 105 End point = ESK 84 mg (DB) ESK 84 mg/ESK (OL) Research Group, 4M Therapeutics, Intra-Cellular Therapies, J&J Innovative Medicine, Jazz Pharma, Karuna,
Study design not included Black or African American 9 (74) 3 (6.3) 3 (5.2) 15 (6.6) (DB) Day (OL) 80 - II;livoNova, Lulgdbeck, Luye Egarma, MIapLight Tlr\llerap%utics, medAvagte—FI’(roIIDDhaTVIe, I;lllentaRvii Nectljmgra,
. . : : : : eurocrine, Neuroscience Education Institute, NeuroSigma, Noven, Otsuka, PaxMedica, Relmada, Sage
. ;”1]; multlc):entehr ESK pcfllase 4 Studdy mC(IjUded gduLtS Assessments , 70 - Therapeutics, Sirtsei Pharmaceuticals, Supernus, Teva, Thynk, Tris Pharma, Vanda Pharmaceuticals, and
>18 years) with major depressive disorder and a history Native Hawaiian or Other X VistaGen; has served on speaker bureaus for AbbVie, Alfasigma, Alkermes, Axsome, Boehringer Ingelheim,
f nonr nse (£25% improvemen >2 different oral * Efficacy was measured using the change in MADRS total I°V wal 0 0 1(1.7) 1(04) PBO/ESK 121 119 120 19 121 15 12 107 101 105 106 100 96 93 93 97 119 0 1 Bristol Myers Squibb, Corium, Intra-Cellular Therapies, J&J, Lundbeck, Neurocrine, Noven, Otsuka, Supernus,
of nonresponse (s25% improvement) to erent ora Pacific Islander ESK56 mg/ESK 48 47 47 46 48 47 43 45 43 44 43 43 39 43 36 45 48 2 60 - - - ity i - -
antidepressants score over time mg c Teva, Tris Pharma, and Vanda Pharmaceuticals; owns stock options or equity in 4M Therapeutics; and is
. . . ESK84 mg/ESK 568 b7 58 568 58 54 54 51 50 53 563 561 52 b1 43 b2 58 Q on data safety monitoring boards for Alar Pharma, COMPASS Pathways, Freedom Biosciences, and Pain
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using the Massachusetts General Hospital patients who achieved the following at end of the DB BL, baseline; DB, double-blind; ESK, esketamine nasal spray; MADRS, Montgomery-Asberg Depression Rating Scale; OL, open-label; PBO, placebo. 40 - Johnson company, and stockhelders of Johnson & Johnson.
Antidepressant Treatment Response Questionnaire (day 28) and OL (day 105) Multiple? 3 (2.5) 0 1(1.7) 4 (1.8) Previ tati
. . . 4. . revious presentation
* The study had 4 phases: Screening’ dOUbIe_b"nfj (DB) ) Cllnlca!ly S-UbStantlal 'mprovement (212—p0|nt : 30 - Presented at tI:I:e 2025 Anxiety and Depression Association of America (ADAA) Annual Conference;
J1E-r?|atment,Fo°pen_|?bel (OL) treatment/observation, and reduction in MADRS tOt?I Sc.:ore from DB baseline) Not Reported 1(0.8) 1(21) 0 2(0.9) Safety 20 - April 3-5, 2025; Las Vegas, Nevada, USA; the 28th Annual Meeting of the American Association
ollow-up (Figure 1) - Response (250% reduction in MADRS total score Unknown 1(08) 0 0 1(04) *  The most commonly reported TEAEs were nausea, dissociation, dizziness, and headache (Table 2) Ef;j{;’h,'\jzﬁghg{ H;%CQIS;SL(E,ASA\ZZ);,? %2\,26,7&2003225’ Salt Lake Gity, Utah, USA; and the Peych Congress
*  During the 4-week DB phase, patients were randomly from DB baseline) . . * Results from this analysis were consistent with the established safety and tolerability profile of ESK, with no new 10 1 | | | | |
assigned to receive monotherapy with fixed doses of - Remission (MADRS total score <12) . . . fotv sianals identif de y yp ’
ESK 56 mg, ESK 84 mg, or placebo (PBO) twice weekly Antidepressant status at screening/entry, n (%) Sarety signals iaentine
. . . . Trea.tment—emergent ad.verse events (TEAEs) were 29 28 35 42 49 56 63 70 77 105 End
* During the 12-week OL phase, all patients who received monitored for the duration of the study On-treatment 66 (54.5) 30 (62.5) 38 (65.5) 134 (59.0) point
ESK treatment followed US prescribing information Table 2: Most frequently reported (25%) TEAEs during the DB and OL phases Day (OL)
Off-treatment 55 (45.5) 18 (37.5) 20 (34.5) 93 (41.0) C
Figure 1: Study design TEAE, n (%) PBO/ESK ESK 56 mg/ESK ESK 84 mg/ESK 100 - DB treatment OL ESK treatment
_ Mean duration of current ’ N =121 N=48 N=58 = PBO (DB) = PBO/ESK (OL)
Full efficacy analysis set depressive episode (SD), 3051(338.89) | 2941(294.83) | 3799 (45455) | 3219 (363.80) 90 - = = ESK 56 mg (DB) = ESK 56 mg/ESK (OL)
PBO nasal spray 5 weeks Anxiety 2 (17) 0 4 (6.9) 20 - = ESK 84 mg (DB) ESK 84 mg/ESK (OL)
MADRS severity | (n=197) , . |
criteria® met ESK 56 mg Mean baseline MADRS score 375 (4.95) 375 (4.82) 3656 (4.23) 37.3 (4.74) Blood pressure increased 1(0.8) 3 (6.3) 3 (5.2 70 -
Randomization (n=566) (SD) o |
TRD patients 2:1:1 : ESK 84 mg _ ! Dissociation 4 (3.3) 9 (18.8) 11 (19.0) o 60 - |
(nonresponse to 22 (N =379") : (n=95) : | EEBlEE T Failed antidepressant intervention history, n (%)° £ |
antidepressants in current —— completers or o ® 50 - '
depressive episode prior PBO nasal spray Standard of care Dizziness 6 (5.0) 13 (271) 10 (17.2) "3
to screening) MADRS severity ( (n=53) (observation only) 2 71(58.7) 29 (604) 36 (62.1) 136 (59.9) 8 40 .
criteria® not met ESK 56 mg Fatigue 5 (41) 3 (6.3) 2(34)
Randomization (n=19) ~ >3 50 (41.3) 19 (39.6) 22 (37.9) 91(40.1) 30 -
(N2=:1g8) — e S;é mg ESK, esketamine nasal spray; MADRS, Montgomery-Asberg Depression Rating Scale; PBO, placebo. Fee"ng drunk 0 S (10-4) 4 (6-9) 20 -
(n=26) Alf multiple race categories were selected, the race was recorded as “Multiple.”
Failed antidepressant medications taken for at least 6 weeks during the current episode as obtained from the Massachusetts General Hospital
. DB treatment ph.ase oL . Antidepressant Treatment Response Questionnaire. Headache 1(91) 5 (104) 12 (20.7) 10 4 ‘ ‘
Screening phase (treatment session treatment/observation Follow-up phase
Up to 7 weeks pice awed phese Nausea 1083 12 (250) 12 (207) 22 28 35 42 49 56 63 70 77 105 End
(includes mandatory 2-week drug-free period 4 weeks Up to 3 months 1 wDeI:k afif:er Ials.t vislit - Soint
prior to entering double-blind treatment phase) n 0(;’L' pzzzelcab © cacy Vomiting 1(0.8) 2(4.2) 5 (8.6) Day (OL)
* |Improvements in depressive symptoms during the DB phase continued in the OL phase across the ESK treatment 1 : /
4 ES , . S o , i Scale: O . PBO . : groups (Figure 2) DB, double-blind; ESK, esketamine nasal spray; OL, open-label; PBO, placebo; TEAE, treatment-emergent adverse event. N Ovel P athways In D e p reSS I O n O
DB, dou[ole—bhnd, ESK, esketamine nasal spray; MADRS, Montgomery-Asberg Depression Rating Scale; OL, open-label; PBO, placebo; TRD, treatment-resistant . . Patients were counted only once for any given event, regardless of the number of times they experienced the event. | | O | |
dlslir[e)s&sgotn.t | o8 at . » <2, and day 1 ( domization) and <26% e MADRS fofal ) eening week —  Mean (SE) changes in MADRS total score from DB baseline to the end of the OL phase were —201 (1.25), DCB, double-blind; ESK, esketamine ne:ﬁsal spray; MéADRS, Montgomery—Asberg DepressmnfRatlng Scale; OL, open-label; PBO, placebo.
a otal score 228 at screening week 1, week 2, and day 1 (pre-randomization) and <25% improvement in the otal score from sc ing w B B . . aClinicallv substantial ch d d >12-point reduction in MADRS total DB baseline.
oo 1 (rrandomatonsafared o s o sesponc R e poroc 220 (193) and 205 (162),in the PBO/ESK, ESK 56 mo/ESK, and ESK 84 mg/ESK groups,respectively e A e o i 5o o DS bse
bIcherre. W?IS 1 Pdétie:tdWhOtYVai not tlrdeated-_ - o ddition to ESK_H e analvsis onlv inoluded satients wh - ed ESK - For patients who received PBO during the DB phase and subsequently switched to flexibly dosed ESK °Remission was defined as MADRS total score of <12.
°IT clinica Yy Indicatedq, patients couia receive an oral antiaepressant In adaition to . AOWeVeEr, thiS analysis only inciuaead patients who receilve . .
monotherapy without add-on oral antidepressants. (PBO/ESK), mean (SE) change in MADRS total score from day 28 to day 105 was —12.2 (118)
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