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Background Methods

* Postpartum depression (PPD) is a common perinatal complication that e This Phase 2a, proof-of-concept, open-label trial (NCT05804708) enrolled women aged 18-45 * This trial was conducted under the supervision of qualified healthcare professionals, Figure 1. Clinical Trial Design
can have serious consequences for the well-being of the mother and years who met the Mini-International Neuropsychiatric Interview diagnostic criteria for major providing psychological support per standard of care, but without any planned
the long-term development of the child®? depressive disorder with peripartum onset and who had outpatient status psychotherapeutic intervention before, during, or after dosing
e Epidemiologic studies estimate the global prevalence rate of PPD to be e Patients were required to have received no other antidepressant therapy for 14 days prior to * The primary endpoint was change in MADRS total score from baseline to Day 8; change
as high as 20%,? with up to 13% of diagnosed patients still experiencing dosing and have a Montgomery—Asberg Depression Rating Scale (MADRS) total score of >28, from baseline in MADRS total score at 2 hours and Day 2 postdose and MADRS remission 1-hour interval
symptoms two years after giving birth? reflecting moderate to severe depressive symptoms (MADRS total score <10) were assessed as secondary endpoints i 12 mg GHOO1
e Current treatment options for PPD have slow onset of action, low * Patients must have either ceased lactating at screening or, if still lactating or actively ° .Safety and tolerabilfty were assessed throughout the trial as secondary endpoints and | Patienlt\ls_vilti)th o -
remission rates, and/or high treatment burdens; therefore, novel breastfeeding, must have agreed to temporarily cease breastfeeding from just prior to dosing included the following p-a.rameters: treatment-emergent adverse events (TEAES), sedation _ 6 mg GHOO1
treatment methods are needed through 24 hours after the last dose as as;essed by the Modified Obsgrk\)/er’s Assesfsmen:] of Alertness an(il S(edatlc;n (IVIdOAA/S), I Single-day IR
: Tor indivi i i : : sychiatric symptoms as assesse the Brief Psychiatric Rating Scale (BPRS), an i
e Mebufotenin (5-methoxy-N,N-dimethyltryptamine [5-MeO-DMT]) is a e Patients were ad;nmlstered aE |nd|\r/]|dua!|zed d(l)sk;ng reglmden (IDR) of up tlo three .escalatlng doses of spu?lcidality a:aszessed s the Columybia-suicide Szverity Ratinggsca - (C55Re) R » ] - -
potent psychedelic drug that acts as a non-selective serotonin agonist GHOO1 (6, 12, and 18 mg) with a 1-hour interval between doses on a single day (Figure 1) , , o _ , ©
with highest affinity for the 5-HT. receptor subtype® e Criteria for administration of the second and third doses as part of the IDR were based on * Discharge readiness was assessed by the Clinical Assessment of Discharge Readiness (CADR) | _
1A . . . . .l . . . . L Ke Screenin Pre-dosin GHOO01 IDR Follow u End of trial
. . . . . atients’ subjectively reported psychoactive effects and the safety and tolerability at the e Pvalues were calculated using one-sample t tests with a one-sided significance level Y & g P
e Early-phase clinical trials of mebufotenin administered via pulmonary patie ) yrep PS>y Y Y B 5 ’ © o6 . Assessments day VIADRS VIADRS MIADRS
. . previous dose level of a=0.025, and the study was adequately powered to detect a clinically meaningful Safety Safety Safety
inhalation (GHO01) demonstrated that GHOO1 has an acceptable safety Jiff o
proﬁle and is well tolerated. with an uItra-rapid onset of therapeutic lrrerence D = Day; IDR = Individualized dosing regimen; MADRS = Montgomery-Asberg Depression Rating Scale; PPD = Postpartum depression.
benefits’?®
e The trial presented here is the first in which mebufotenin was RESUItS
administered to patients diagnosed with PPD o _ _ _ _ . o . . . . . . .
e This trial enrolled 10 patients diagnosed with PPD with a mean (SD) age of 32 (5.2) years Figure 3. MADRS Total Scores for Individual Patients With PPD Treated With GH0O01 Table 1. Summary of Safety in Patients With PPD Treated With GH001 (N=10)
e The mean (SD) duration of the current depressive episode was 30.9 (12.9) weeks, and the o -
- — mean (SD) parity was 2 (0.94
Objective (5D parity was 2 (0.94) -
e One patient (10.0%) had received pharmacotherapy for the current depressive episode, and 45
* To investigate the potential antidepressant effects and safety of GHOO1 six patients (60.0%) had received pharmacotherapy for prior major depressive episodes .0 Any TEAE 8 (80.0)
It @I el ® peieuis wiln FER e The mean (SD) baseline MADRS total score was 36.7 (4.8)
. 35 - Mild 7 (87.5)
Efficacy 5
u —
e The primary endpoint was achieved, with a significant reduction from baseline to Day 8 of % 30 Moderate 1(12.5)
-35.4 points (96.3%) in MADRS total score with GHOO1 treatment (P<0.0001; Figure 2) ° i
= 29 Severe 0
e Significant reductions in MADRS total score were also observed at 2 hours postdose and on 4
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