Psychoactive Effects of GHOO1 in Patients With Treatment-Resistant Depression:
Results From a Phase 2b, Double-Blind, Randomised Controlled Trial
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Background Methods

e GHOO1 is a synthetic form of mebufotenin (5-methoxy-N,N- Trial Design psychological support per standard-of-care, but  total score of 275 across the three subscores
dimethyltryptamine [5-MeO-DMT]) developed for pulmonary * In the double-blind part of this Phase 2b  without any planned psychotherapeutic * The MEQ30 was administered to assess mystical-
inhalation which has shown potential to treat treatment-resistant multicentre trial (NCT05800860), patients with TRD intervention before, during, or after dosing type experiences, and the CEQ was administered to
depression (TRD)! were randomised 1:1 to receive an individualised Assessments characterise and quantify any potentially

e Previous trials suggest that administration of GHOO1 elicits strong dosing regimen (IDR) of up to three escalating * PsE were assessed via the PES, which measures  challenging experiences
psychoactive effects (PsE) in healthy volunteers and in patients with doses of GHOO1 (6, 12, and 18 mg) or placebo IDR  three core features of the PsE (intensity, ¢ The three PsE assessments were assessed once the
TRDL2 on a single day (1-hour interval between doses) profoundness, and perceived loss of control), each PsE had subsided

(Figure 1) on a visual analogue scale ranging from O to 100, ¢ Duration of the PsE, defined as the time from study

* Recent evidence suggests that the intensity of the acute psychoactive

: : . :  The trial was conducted under the supervision of  with higher scores indicating stronger PsE (Figure 2) drug administration to the time when the PsE had
experience may be a predictor of clinical response for psychedelic

e T e rEsiEt o seeiEe dssrars 52 qualified healthcare professionals, providing * A peak experience (PE) was defined as an average subsided, was reported by the investigator

* Numerous questionnaires including the Mystical Experiences

Questionnaire (30 Questions [MEQ30]) and the Challenging Experience Figure 1. Trial Design Figure 2. Peak Experience Scale Key Components

Questionnaire (CEQ) exist for quantifying the PsE? however, these GHOOL IDR

guestionnaires are time-consuming to administer and not specific to .— _

100
the PsE of mebufotenin o 0O o ™ Double-Blind All patients directly transitioned from the double-blind part to the OLE —l PE
ouble-Blin N
: : : 7 _ : / -
 The proprietary Peak Experience Scale (PES) was developed to rapidly (Part 1) m Open-Label Extension (OLE; Part2) =~ Question 1. Cutoff
.. . hd For re-treatment (up to five GHOO1 IDRs), the patient must have met How int ) " _ , 75 —
assess PsE after GHOO1 administration Randtl);si:ation ) one of the following criteria ow intense was the experience:
1:1 Placebo IDR - MADRS score >18 Question 2: :
. . ii. MADRS score >10 and <18 and MADRS score <10 not observed at _ Mean of 3-item
ObJeCt“[e Day 8 of the prior treatment or at any visit since To what extent did you lose score = PES 50 —
iii. MADRS score >10 and <18 and MADRS score >18 observed since control? total score®
. - - the most recent observation of MADRS score <10 )
* To describe the Pst of GHOO1 in the double-blind part of a Phase 2b Question 3:
o . ) How profound (i.e., deep and g —|
trial in patients with TRD, as evaluated by the PES, MEQ30, and CEQ o Primary endpoint significant) was the experience?
A MADRS
® MADRS ( X ® ®
assessment 0
Davi Dav2 Day 8 During the OLE, patients attended visits at Day 15, Month 1, 2, 3, 4,5 & 6° pronth s —
¥ ay Additional clinic visits could be scheduled if required for medical reasons
a. Patients also attended assessment visits on Day 2 (phone call) and Day 8 after each re-treatment. a. Patients with a PES total score of 275 were deemed to have achieved a peak experience.
Abbreviations: BL = Baseline; h = Hour; IDR = Individualised dosing regimen; MADRS = Montgomery—Asberg Depression Rating Scale. Abbreviations: PE = Peak experience; PES = Peak experiences scale.
Results
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and third doses and ranged between 0 and 15 minutes  Administration of GHOO1 elicited pronounced PsE, as assessed by the PES

scores per individual dose of 46.7, 85.0, and 95.7 for the 6, 12, and 18 mg the majority of patients

 The brevity and tolerability of the PsE with GHOO1, coupled with rapid
symptom improvement and a favourable safety profile!, could enhance
treatment tolerability and align more closely with patient and provider
preferences for scalable clinical use

respectively * The PstE of GHOO1 will be further evaluated in the open-label extension,
which allows for up to five re-treatments with GHOO1 over a 6-month
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