Results of a Phase 2a Clinical Trial of Inhaled Mebufotenin (GH001) in Patients
with Bipolar Il Disorder and a Current Major Depressive Episode
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Background Methods Figure 1. Clinical Trial Design
* Bipolar Il disorder (BDIl) is a chronic psychiatric disorder characterized by e This Phase 2a, proof-of-concept, open-label trial healthcare professionals, providing psychological support per Single Day IDR
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* Mebufotenin (5-MeO-DMT) is a rapid acting psychoactive molecule that and prior to dosing on Day 1 (MADRS total score <10) , Clinical Global Impression-Severity |
acts as a non-selective serotonin agonist with highest affinity for the 5- . . . . . . . ; Dose 1
HT, , receptor subtype’ * Patients were not permitted to receive any antidepressant (CGI-S) scale, and Bipolar Depression Rating Scale (BDRS) , 6 mg GHOO1
medications (including selective serotonin reuptake inhibitors, . 1 ' |
* GHOO01, a synthetic form of mebufotenin for pulmonary inhalation, has cerotonin ancgl Nore ife hrine reuotake inhibitgrs nd tricvelic Safety and toIera.blllty were assessed through.out the trial as
been well tolerated in early-stage trials in healthy volunteers and , PINER P , , ¢ y secondary endpoints and included the following parameters:
patients with TRD, with a rapid reduction in the severity of depressive antldepre.ssants) W'th'n 7 days or 5 half-lives, whichever was treatment-emergent adverse events (TEAEs), manic symptoms
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* The trial presented here is the first in which mebufotenin was * Lithium use within 6 months prior to dosing was not permitted, Observer’s Assessment of Alertness and Sedation (MOAA/S), '_ - - _
administered to patients diagnosed with BDIl and a current MDE if applicable psychiatric symptoms as assessed by the Brief Psychiatric Screening  Pre-test day Adm?:ggiﬁon F:;'Z‘g&gp E"&:[f)';;'a'
» Patients were administered an individualized dosing regimen Rating Scale (BPRS), suicidality as assessed by the Columbia- MADRS Safety Safety
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Results Efflcacy * There was a clinically significant reduction in mean (SD) BPRS from baseline to
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DlSpOSlthn and Demographlcs * The primary endpoint was achieved, with a significant reduction from baseline * There was no clinically relevant worsening of other clinician-rated assessments

to Day 8 in mean (standard deviation [SD]) MADRS total score of -16.8 (12.2)

, , , (based on the CADR, C-SSRS, and MOAA/S scales)
which corresponds to a reduction of 52.5% (P=0.0099; Figure 2)

* A total of six patients with BDIl and a current MDE were enrolled in this trial.

Patient disposition and demographics are presented in Table 1 o , , * Based on the CADR, all patients were deemed ready for discharge within the
 Significant reductions in mean (SD) MADRS total score were also observed at same day of dosing
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