Safety and Efficacy of GHOO1 in Treatment-Resistant Depression:
Results From a Phase 2b, Double-Blind, Randomized Controlled Trial
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Background Methods

e Treatment-resistant depression (TRD) affects approximately 30% of patients treated for major Trial Design Figure 1. Clinical Trial Schematic

depressive disorder (MDD)* e This Phase 2b multicenter trial consisted of two parts (Figure 1):

: . : GHO01 IDR

= Cur.rent theraplgs for TRD are limited and there is a large unmet need for treatments that offer — Double-blind part (described here): a randomized, double-blind, placebo-controlled trial with follow-up to 7 days postdose. Patients were randomized in a 1:1 ratio to receive an patients transitioned directly from the double-blind part to the OLE

rapid and sustained effects individualized dosing regimen (IDR) of up to three escalating doses of GHOO1 (6, 12, and 18 mg) or placebo on a single day; there was a 1-hour interval between doses
* Mebufotenin (5-methoxy-N,N-dimethyltryptamine [5-MeO-DMT]) is a non-selective serotonin — Open-label extension (OLE): a 6-month trial with up to five GHOO1 re-treatments administered depending on the patient’s clinical status | e

(5-HT) agonist with high affinity for several receptor subtypes, including the 5-HT , receptor? - Patients were required to meet the trial criteria for TRD as assessed by a trial psychiatrist: Double-Blind Part 2 Otentahel Extension {OLE) f/
e GHOOlisa synthetic form of mebufotenin for pulmonary inhalation* — Recurrent or single MDD episode without pSVChOﬁC features, with current episode of <2 years o = For re-treatment (up to five GHOO1 IDRs), the patient must have met one of the following criteria:
° . : ; : : : ] ] ] ] ] ] ] o ] = i. MADRS score >18

Early stage trials in healthy voIL.mteers and pal'lent.S W|th.TR.D S%JggESt thaj[ GHOO1 is weil4to|erated — Current major depress|ve eplsode based upon the Massachusetts General Hospltal — Structured Assessment for Evaluation of Risk (MGH-SAFER) criteria interview Randomization 1:1 i ii. MADRS score >10 and <18 and MADRS score <10 not observed at Day 8 of the prior treatment or at any visit since

and may have the pOtenhal to induce an U|tra_rap|d remission in depresswe symptoms™ — 17-Item Hamilton Depression Rating Scale (HAM-D-17) total score >20 Placebo IDR iii. MADRS score >10 and <18 and MADRS score >18 observed since the most recent observation of MADRS score <10

. : door
— Nonresponse to 22 and <5 oral antidepressant treatments BL 2h D2 ””"’;’,’VV,AE[,'R?’"t
° o @® MADRS O 0 0
O bj e Ctl Ve Assessments assessment
. . . L . o . . . . ing the OLE, pati ded visi d Months 1, 2, 3, 4, 5, d6°
| | | | | | | e The primary endpoint of the double-blind part of this trial was mean change in Montgomery—Asberg Depression Rating Scale (MADRS) from baseline to Day 8, as assessed by a blinded rater Day 1 Day 2 Day 8 D“”’;\gdﬁ,,.;o‘i,f,C‘,’,‘,’,?fg’,f;t‘;ifi’;,jbe”’;’ffef,f,,”;,y,;fegﬂ,,jj‘;;’ﬁ,,ijd,.ij,jafon‘;” ° Month 6

* The alm of th.|5 dOUb.le'b“nd, placebo-controlled trial was to investigate the safety and efficacy of e Secondary endpoints included change in global disease severity as assessed by the Clinical Global Impression — Severity (CGI-S) Scale, anxiety as assessed by the Hamilton Anxiety Rating This trial was conducted under the supervision of qualified healthcare professionals, providing psychological support per standard of care, but without any planned psychotherapeutic intervention before, during, or after dosing

GHOO1 in patients with TRD Scale (HAM-A), and quality of life as assessed by the Quality of Life Enjoyment and Satisfaction Questionnaire — Short Form (Q-LES-Q-SF)

. ?Patients also attended assessment visits on Day 2 (phone call) and Day 8 after each re-treatment.
¢ Treatment'emergent adverse events (TEAES) were assessed throughOUt the trlal BL = Baseline; D = Day; h = Hour; IDR = Individualized dosing regimen; MADRS = Montgomery—Asberg Depression Rating Scale.
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Presented at the American Society of Clinical Psychopharmacology Annual Meeting | e Durable effects with relatively infrequent treatment visits and ultra-rapid MADRS reduction

°FDA Guidance notes that efficacy with rapid-acting antidepressants generally should be demonstrated within 1 week, supporting a primary efficacy endpoint within this timeframe. Percentages are for each baseline category within treatment.

Scottsda Ie, AZ, USA | May 27—30, 2025 BL = Baseline; FDA = Food and Drug Administration; LS = Least squares; MADRS = Montgomery-Asberg Depression Rating Scale; SE = Standard error. CGI-S = Clinical Global Impression — Severity; LS = Least squares; SE = Standard error.  No drug—related serious TEAEs were reported in the OLE



