Osavampator (NBI-1065845/TAK-653) demonstrates statistically significant and clinically meaningful improvements
IN depression severity and Is well tolerated in adults with major depressive disorder: phase 2 SAVITRI results
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Table 1. Baseline characteristics (FAS, n =183).

Depression response Table 2. Summary of TEAEs (SAS; n =183).

Study assessments and endpoints

« Baseline: Day 1, when participants completed the Montgomery—Asberg Depression Rating
Scale (MADRS) efficacy assessment, after which they were randomized and administered

Background

Osavampator - Response rates with osavampator 1 mg were statistically significantly higher than with
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<J o TGEYY)) placebo at Day 28 and at Day 56 (Figure 3).
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- Major depressive disorder (MDD) is characterized by a pervasive depressed mood, or a loss

: : L : i , « Response rates with osavampator 3 mg were statistically significantly higher than with
of interest or pleasure in activities in discrete episodes of at least 2 weeks! the first dose of study treatment Age, ye(ars) o) ) 1) I P e P - 9 - . Tb Si f dy 9 tor (F 2) 21 TEAE, n (%) 39 (42.9) 25 (55.6) 21 (44.7)
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- Currently available antidepressant treatments have low response rates, and >60% of adults ) P:mqry efflcqcly endpoint: change in depression severity from baseline to Day 28 using T . 0 B G o P .. / / P J Mild 21 (23.1) 8 (17.8) 9 (19.1)
: : .. : . : : : : IN, MAaX / / /
with MDD do not achieve remission dfter treatment with their first antidepressant medication.? the MADRS total score . (:]) emission rates Moderate 17 (18.7) 17 (37.8) 1 (23.4)
As a result, patients with an inadequate response to antidepressants may also be treated « Key secondary efficacy endpoints: ex, n (% - At Day 28, compared with placebo, remission rates were lower for osavampator 1 mg ' ' '
with adjunctive medications. — change from baseline in MADRS total score at Day 56 Male 39 ((42-9)) 12 ((26-7)) 15 ((31-9)) but higher for osavampator 3 mg (Figure 4). Severe 1 (1.1) 0 1(2.1)
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- Osavampator (NBI-1065845/TAK-653) is an investigational selective positive allosteric response (defined as a decrease of 250% in MADRS total score from baseline) BMI, ka/m? At Day 56, both osavampator doses showed higher remission rates versus placebo; rates Serious TEAES, n (%) 0 0 0
, m ° . ° WX ° ° °
modulator of the AMPAC receptor (AMPA-PAM) under development as a treatment for MDD, at Day 28 and Day 56 9( ) ( ) : ) ( ) were statistically significantly higher with osavampator 1 mg than with placebo, but not for TEAES resulting in death. n (%) ) . )
with initial studies evaluating its use in combination with oral antidepressants? — remission (defined as a MADRS total score <10) at Day 28 and Day 56. M.eom SD 28.98 (5.60 28.18 (4.78 28.23 (5.36 osavampator 3 mg versus placebo (Flgure 4). 9 ’ °
(see Poster #34 to learn more about the novel mechanism of action of osqvompqtor). « Safety endpoint: occurrence of treatment-emergent adverse events (TEAEs). Min, max 18.00, 39.59 20.11, 39.11 18.17, 39.02 - 3 Partici ' h hi d *qt B ’8 dD 56 (FAS) TEAEs leading to study drug 3 (3 3) 0 ) ( 4 3)
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- In preclinical studies, osavampator increased brain-derived neurotrophic factor levels and e Exploratory post hoc analysis: relationship between osavampator plasma concentration Wh" (%) 31 (89.0) A1 (1) 43 (915) 9 P P Y Y discontinuation, n (%)
activated mammalian target of rapamycin signaling pathways associated with synaptic (exposure) and change from baseline in primary and secondary efficacy endpoints e . . ' ' ' Day 28 Day 56 Frequent TEAEs,” n (%)
plasticity and antidepressant-like efficacy.? (based on MADRS total score; response). Black or African American 6 (6.6) 3(6.7) . 50 50 _ .
. . Asian 3 (3.3) 1(2.2) 2 (4.3) p = 0.0103 Headache 8 (8.8) 5 (11.1) 2 (4.3)
- In phase 1 studies, osavampator had an acceptable safety profile and was well tolerated Statistical cmc“ysis o~ o~ .
o f - N ¢ ¢ Other 1(1.1) 0 0 232 50 232 50- Nasopharyngitis 5(5.5) 2 (4.4) 3(6.4)
by healthy volunteers, supporting further investigation of osavampator for the treatment : : : . : N N
£ MDD 45 - The full analysis set included all randomized participants and was used to summarize the Multiple 0 0 1(2.1) 3 o 3 o p = 0.2375
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. The SAVITRI stud (NCTO520334]) evaluated the efficacv and safetv of osavampator o . . . . ° ' ° after the first dose of double-blind study treatment and <30 days after the last dose of double-blind study treatment or early
Y Y Y P Missing values for the primary endpoint were handled using a control-based multiple NoO 15 (]6.5) 7 (]5.6) ol (]7.0) 0 termination. Participants were randomized 2:1:1 to receive once-daily placebo, osavampator 1 mg, or osavampator 3 mg.
combared with placebo in individuals with MDD. : : . . . - - “Frequent TEAEs were those occurring in 25% of participants in any treatment group.
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- A nominal 2-sided significance level of 0.05 (no adjustment for multiplicity) was used Yes 85 (93.4) 42 (93.3) 43 (91.5) (n = 42) (n = 41) (n = 39) (n = 41)
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- Following a screening period of <4 weeks, participants were randomized 2:1:1 to receive . Of the 417 participants screened, 183 were randomized (placebo: n = 91; osavampator 1 mg: Mean (SD) 32.3 (4.7) 34.2 (4.2) 32.6 (3.9) N, . 1 Mg dose achieved a clinically meaningful and statistically significant
once-daily placebo, osavampator 1 mg, or osavampator 3 mg, administered orally for n = 45; osavampator 3 mg: n = 47) and 161 participants (88%) completed study treatment Min, max 18, 42 24, 42 25, 42 Improvement.
8 weeks (Flgure '|). Randomization was stratified based on region (USA VS non—USA), (Table -l) BMI, body mass index; FAS, full analysis set; MADRS, Montgomery—Asberg Depression Rating Scale; max, maximum; min, minimum; 2 g 2 g p = 0.0040* g | | . I | g ith F I
: : : : ' iCi ; iati X i N i
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, , o , e - Baseline characteristics were generally similar across treatment groups. O C o C significant safetv concerns
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. The use of concomitant medications (those that were continued from before the study or . 9 h ¢ line oo £ & £ & 09662 . . . .
Figure 1. SAVITRI overall study design. newly started during the study) was high and similar across the treatment groups, with 92.4% Figure 2. LS mean (SEM) change from baseline in MADRS total score by visit (FAS). Qe .. Qe .. e - The results from the SAVITRI study are supportive of further investigation
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“Participants who were receiving stable pharmacological treatment for depression must have been taking their current antidepressant
medication for 28 weeks prior to randomization, as confirmed by medical/pharmacy records, and must have been willing and able to
continue with the same treatment throughout the study.

MDD, major depressive disorder; g.d., once daily.

consistent and robust effects across exposure quartiles over time, most notably at Day 56.
— These findings substantiate the continued evaluation of the 1 mg once-daily dosing in
phase 3 studies in MDD.

Observed data. *p < 0.05 versus placebo.

E.S, effect size; FAS, full analysis set; LS, least-squares; MADRS, Montgomery—Asberg Depression Rating Scale;

n, number of participants; SEM, standard error of the mean.

- No deaths, serious adverse events, or adverse events of special interest (such as tremors
or seizures) were reported across all treatment groups.

Presented at the 2025 Psych Congress, September 17-21, 2025, San Diego, CA, USA

Health, NeuraWell Therapeutics, Neurocrine Biosciences, Novaremed, Otsuka, Patient-
Centered Outcomes Research Institute, Peachtree BioResearch Solutions, Pfizer, Praxis
Precision Medicines, Premiere Research International, Protagenic Therapeutics, Relmada,
Shenox Pharmaceuticals, Stanley Medical Research Institute, Takeda, University of Michigan,
University of Florida Board of Trustees, Vistagen, WinSanTor, Xenon Pharmaceuticals, and
XWPharma; and has equity holdings in Compellis Pharmaceuticals, Neuromity Therapeutics,

Copyright
The entire content of this poster is copyright to Neurocrine Biosciences, Inc.,
San Diego, CA, USA.




