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Background

» Patients with TRD, representing ~30% of patients treated for MDD, ! frequently report anxiety
symptoms and greater impairment in HRQoL versus patients with treatment-responsive MDD**

» Current therapies for TRD are limited,* and there is a large unmet need for treatments that are
well tolerated and offer rapid therapeutic benefit and long-term remission

» GHO001, a synthetic form of mebufotenin (5-MeO-DMT) for pulmonary inhalation, has been well
tolerated in early-stage trials>® and shows potential to induce rapid remission of depressive
symptoms in patients with TRD®

We examined the effects of GH001 on depressive symptoms and secondary efficacy endpoints

(CGI-S, HAM-A, and Q-LES-Q-SF) from the Phase 2b trial, for up to 6 months, in patients with TRD

Abbreviations: 5-Me0-DMT = 5-methay-N,N-dimethy feryptamine; CG1-S = Clinical Global Im pression — Severity; HAM-A = Hamiliton Rating Scalefor Anxiety; HROol = Health-related quality of kfe; MDD = Maor depressive disorder;
Q-LES-0-5F = Quality of L¥e, Enjoyment, and Satisfaction Questionnaire-Short Form; TRD = Treatment-resistant depression

1. Kubitz N, et d. PLo5 One. 2013;8(10).e768B2. 2. Johnston KM, et dl. f Affect Disord. 201%;242:195-210. 3. Rathod 5, et al. J Affect Disord. 2022;300:551-562. 4. Mcintyre R5, et al. Worid Psychiatry. 2023;22:394-412. 5. Reckweg J, etal.
Front Pharmacol 2021;12:760671. 6. Reckweg IT, et al. Front Psychiatry. 2023;14:1133414.




Trial Schematic

GHOO1 IDR®*

i All patients directly transitioned from the double-blind part to the OLE
Double-Blind Part

(Part 1) W Open-Label Extension (OLE; Part 2) W

For re-treatment (up to five GHOO1 IDRs3), the patient must have met one

of the following criteria:

i.  MADRS score >18

Flacebo IDR? ii. MADRS score >10 and <18 and MADRS score <10 not observed at Day 8
of the prior treatment or at any visit since

iii. MADRS score >10 and <18 and MADRS score >18 observed since the
most recent observation of MADRS score <10

MN=81
Randomization 1:1

. Primary endpoint
Efficacy Assessments BL 2H D2 AMADRS

® MADRS and CGI-S Qe ® ] @

@ MADRS, CGI-S,
HAM-A, Q-LES-Q-SF

During the OLE, patients attended visits ot Day 15, Month 1, 2, 3, 4, 5 & 6°
Day 1 Day 2 Days Additional clinic visits could be scheduled if required for medical reasans Month 6

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

“& second or third dose was sdministered F the previous dose was well tolersted sccording to the trial physician’s judgement [based onvital signs and adverse svents) and ifthe patientdid not achieve an intense prychoactive sffect |pesk experience; defined a2 mesn score
of 2750n the Peak Experience Scale) following the previous dose. *Efficacy assessments were carmried out by independent biin aters in the double-bind part. “Petients alzo sttended azseszment viz'ts on Day 2 [te'ephone cal} and Day B [n-person) after each re-treatment.
Abbreviations: BL= Base @1-5= Clinical @lobal Impression - Severity; D = Day; HAM-A = Hamiiton Rating Scale for Anxiety; H =Hour; IDR = Individualized dosing regimen; MADRS = Montgomery-Asberg Depression Rating Scale; O-LES-0-5F = Quality of Life, Enjoyment, e

and Satisfaction Questionnaire-Short Form
Clinical Triaks. gov. hit;

5://clinicaltrials. sovy/sTudy/NCTOSB008E0, Accessed November 13, 2025.




Eligibility Criteria

Patients were required to meet the trial criteria for TRD as assessed by a trial psychiatrist:

Recurrent or single MDD episode (per DSM-5 criteria) without psychotic features, with current
episode of £2 years?®

Current MDE validated per the MGH-SAFER

HAM-D-17 total score 220

Nonresponse to 22 and <5 oral antidepressant treatments (assessed using the MGH-ATRQ)

Abbreviations: D5M-5 = Diagnostic and Statstical Manua of Mental Disorders, Fifth Edition; HAM-D-17 = 17-ltem Hamilton Depression Rating Scale; MDD = Mador depressive disorder; M DE = Major depressive epsode; MGH-ATRO =

*Current MDE confr med by the Mini-Inter national Neuropsychistric Interview.
Massachusetts General Hospital — Antidepressant Treatment Response Questionnaire; M GH-SAFER = Masachusetts General Hospital— Structured Assessment for Evaluation of Risk; TRD = Treament-resistant depression. e




Baseline Characteristics

| GHOO1(n=40) | Placebo (n=41) | Overall (N=81)
Baseline Demographics
Age, years, mean (SD) 416 (11.4) 439 (10.9) 42.8(11.2)
Sex, female, n (%) 24 (60.0) 22 (53.7) 46 (56.8)
Race, White, n (%) 40 (100) 41 (100) 81 (100)
BMI, kg/m2, mean (SD) 24.8 (4.3) 27.5(6.3) 26.2 (5.5)
Previously used any psychedelic (lifetime), n (%) 4 (10.0) 5(12.2) 9(11.1)
Baseline Disease Characteristics
HAM-D-17 total score, mean (SD) 249 (2.6) 246 (2.3) 24.8 (2.5)
MADRS total score, mean (SD) 29.0 (5.4) 28.2 (4.6) 28.6 (5.0)
CGI-S score, mean (SD) 4.8 (0.7) 5.0(0.6) 4.9(0.7)
HAM-A total score, mean (SD) 21.1 (6.5) 21.2 (6.1) 21.1 (6.2)
Q-LES-Q-SF total score, mean (SD) 27.9 (9.0) 25.3(8.1) 26.6 (8.6)

Abbreviations: BM 1= Body mass index; CGH5= Clinical Global Impresion — Severity; HAM-A = Hamilton Raing Scale for Anxiety; HAN-D-17 = 17-ftem Hamilton Depression Rating Scale; MADRS = Mortgomen—Asberg Depression
Rating Scale; Q-LES-Q-5F = Quality of Lfe, Enjoyment, and Satisfaction Questionnaire-Short Form; S0= Standard deviation.




Primary Endpoint: GHOO1 Led to -15.5 Mean MADRS Reduction from
Baseline on Day 8 Compared with Placebo in the Double-Blind Part

-10 4

B

=15:7

iy [0 1 -17.8 -18.6

—8— GHO001 (n=40) LS mean difference vs placebo: -15.5 (P<0.0001)

—8— Placebo (n=41) Effect size: Cohen’s d=-2.0
T

LS Mean (*SE) Change from
Baseline in MADRS Total Score

T
BL 2H Day 2 Day 8
The remission rate (MADRS total score <10) was 57.5% on Day 8 in patients who received a single dose of GH001

in the double-blind part and 73.0% in OLE completers at Month 6 after a mean of four treatments

“FDA Guidance notes that efficacy with rapid-acting antidepressants generally should be demonstrated within 1 week, supparting a primary efficacy endpoint within thistimeframe.
Abbreviations: BL = Basefine; FDA = Food and Drug Administration; H = Hour; LS = Least squares, MADRS = Morntgomery—Asberg Depression Rating Scale; OLE = Open-label extension; SE = Standard error.




Global lliness Severity Assessment
CGI-S Scale?

» CGI-Sis aclinician-rated assessment of illness severity

» Assessed by a blinded independent rater

» Total score range, 1-7 (higher scores indicate more severe illness)

Abbreviations: CGI-5 = Clinical Global Impr ession — Severity.
1. Guy W. US Department of Health, Education, and Welfare. 1976:217-222.




More Patients Had Improvement in Global lliness Severity from
Baseline at Day 8 with GHO001 vs Placebo in the Double-Blind Part

GHO001 (n=40) Placebo (n=41)

100 WG - Severely ill

14.6 B 5 - Markedly ill

B 4 - Moderatelyill
3 - Mildly ill

B ? - Borderline ill
B 1- Normal

LS Mean (SE) Change in CGI-S Score 80
from Baseline at Day 8

GHO01 (n=40) Placebo (n=41) 60

-2.4(0.2) 0.1(0.2)

LS mean difference vs placebo:
-2.5 (P<0.0001)

Percentage of Patients in Each CGI-S
Category at Baseline and Day 8

14.6

Baseline Day 8 Baseline Day 8

Percentagesare for each baseling caegory within treatment.
Abbreviations: CGF5 = Clinical Global Impr ession — Severity; LS = Least squares; SE = Standard error.




OLE Completers Reported Improved Global Iliness Severity at Month 6

OLE Completers (n=63)

100 ~ W6 - Severely ill
W5 - Markedly ill
Lo B 4 - Moderately ill
3 £ 80 - = 3 - Mildly ill
Change from Baseline in CGI-S Score 5 g m 2 - Borderline ill
at Month 6 8 = m1-Normal
(n=63 OLE completers) £ < |
@ : 60
g <
Total mean (SD) change from baseline 'ﬁ E
-3.0 (L. . a
3.0 (1.4) P<0.0001 e8]
0 &
o ®
@ >
S
g & 20
s 8
o
0 i

Baseline Month 6

Abbreviations: CGI-S = Clinical Global Impression — Severity; OLE = Open-label extension; 5D = Standard deviation.




Anxiety Assessment
HAM-A Scalel?

» HAM-A is a clinician-rated assessment of anxiety symptoms

» Assessed by a blinded independent rater

v

Total score range, 0-56 (higher scores indicate worse anxiety)

» The 14 items of the HAM-A scale were analyzed within psychic and somatic domains (score ranges, 0—28):

Psychic symptoms ‘ ‘ Somatic symptoms
Anxious mood Insomnia Behavior at interview Somatic (muscular) Respiratory Autonomic
Tension Intellectual (cognitive) Somatic (sensory) Gastrointestinal
Fears Depressed mood Cardiovascular Genitourinary

Abbreviations: HAM-A = Hamiliton Rating Scalefor Anxiety.
1. Hamilton M. BrJ Med Psychol. 1959;32:50-55. 2. MarksRM, et d. Exp Clin Psychopharmacel. 2022;30(6).841-852.




GHO001 Improved Psychic and Somatic Anxiety Symptoms vs Placebo
Based on HAM-A Scores at Day 8 in the Double-Blind Part

Psychic Symptoms? Somatic SymptomsP
E
o 0 -2 o
LS Mean (SE) Change in HAM-A £ = 0.1
Total Score from Baseline at Day 8 =
o
m © -4 4
GHO01 (n=40) Placebo (n=41) E g
- O
~11.1 (1.0) -1.0 (1.0) “g',nE 6
c ®©
LS mean difference vs placebo: g g
-10.0 (P<0.0001) 28 8-
3 <
=
3= -10 ~
= B GHOO01 (n=40)
P = Placebo (n=41)

*Includes arxious mood, tension, fears, insomn @, intellectual [cognitive), depressed mood, and behavior at interview ftems ®Includes somatic (muscular), somatic (sensory), cardiovasular symptoms, respraony symptoms,
gastrontestingl symptoms, genitourinary symproms, and aUTonomic s mptoms items
Abbreviations: HAM-A = Hamiliton Rating Scale for Anxiety; LS = Least squares; SD = Standard deviation; 5E = Standard error.




OLE Completers Reported Improved Psychic and Somatic Anxiety

Symptoms at Month 6
OLE Completers (n=63)

o Psychic Symptoms? Somatic Symptoms®
=
- 0
2
£E
Change from Baseline in HAM-A b g
Total Score at Month 6 a = -4
(n=63 OLE completers) g :
S
< 8
: oW -6
Total mean (SD) change from baseline ?:n ple
-13.3 (7.2) P<0.0001 s E
S35 8-
o o
24
==
g < -10 4
s P =
12 4
AIncludes anxious mood, tension, fears, insomnia, intellectual (mgnjt\\re}, depressed mood, and behavior at interview items. Mndudes somatic (muscular), somatic {sensory), cardi ular symp , respi Vv

gastrointestinal symptoms, genitourinary and items.
iations: HAM-4 = Hamiliton Rating Scale for Anxiety; OLE = Open-label extension; 5D = Standard deviation.




Quality of Life Assessment
Q-LES-Q-SF Scale'?

» Q-LES-Q-SF is a patient-reported scale that measures the degree of enjoyment and satisfaction experienced
by patients in various areas of daily life

» The 16 items of the Q-LES-Q-SF score are rated on a 1 to 5 scale, with higher scores being indicative of
greater enjoyment or satisfaction?

» Total score range, 14-70?

» Q-LES-Q-SF scale items were analyzed within four domains (score ranges, 20-100)b¢

Mood and psychological Social and Physical health and Work, housing, leisure,
well-beingd relationship life® abilityf and daily functionings

*The total scorereported for the double-blind part and the oper-label extension isbased on the abbreviated version of the Q-LES-Q-5F {which omitstwo questions about medication and overall life satisfaction); however, the by-
domain presentation includes all 16 items. *The domains were developed as pat of an ad hoc analysis; the O-LE5-0-5F does not have an official sub=ale scoring system. “The percentagesfor each domain a e normalized to reflect the
relative proportionality of responses accounting for the differing number of items per domain. ?Includes moed, overall sense of welkbeing, and overall life satisfaction items “Includes family relationships, social relationships, and
sex drivefinterest/performance items. 'Includes physical health, ability to function in daily §fe, ability to get aound physicaly tems. fincludeswork, ability to do work /hobbies, household activities, leisure time activities,
living/housing stuaionship, economic status and medicaion tems

Abbreviations: Q-LES-Q-5F = Quality of LFe, Enjoyment, and Satisfaction Questionnaire-Short Form.

1. Endicott J, et al. Psychopharmacel Buil. 1993;25:321-326. 2. Riendeau RP, et al. Qual Life Res. 2018;27:2953-2964.




GHO0O01 Led to Improvements in Quality of Life Across Multiple Domains
vs Placebo at Day 8 in the Double-Blind Part

@
c
35 10  mGHooL(n-39)
g - W Placebo (n=41)
£ a 80 -
S ®
LS Mean (SE) Change in Q-LES-Q-SF -: ®
Total Score from Baseline at Day 8 W 9 60 -
m v
GHO01(n=37)  Placebo (n=40) S <€ 1
o E
20.6 (1.8) 0.8 (1.7) a8
& o 20 +
LS mean difference vs placebo: s 1.0 15
21.4 (P<0.0001) Ed 0 [* I T°-°
e i
g - l1o
e o
g £ 20 -
g Mood and Social and Physical health Work, housing,
psychological relationship lifet and ability? leisure, and daily
well-being® functioning®

The Q-LES-0-5F domains were developed as partof an ad hoc analysis; the O-LES-Q-5F does not have an official sum(a\esmnrgsvs:em ‘Tne percentages for each domain are normalized to reflectthe relative proportionality of responses, accounting for the
differing number of items per domain. *Includes mood, overall sense of well-being, and overall life ion items. “Inc ips, social r i ips, and sex drive/interest/peformance items. “Includes physical heslth, ability to function in e

daily I, ability to get around physically items. *Includeswork, sbility to do work/hobbies, housshald activities, IElsurEtlmEa(mntleg living/housing situstionship, sconomic status, and medication items.
Abbreviations: LS =Lesstsquares; ST = Standard devistion; $E =Standard error; 0-LES-0-5F = Quality of Life, Enjoyment, and Satisfaction Questionnaire-Short Form.




OLE Completers Reported Improved Quality of Life at Month 6

100 - OLE Completers (n=63)

o
: o
T o
@ 5
e5
Es 80
£%
Change from Baseline in Q-LES-Q-SF oo

Total Score at Month 6 E § 60

(n=63 OLE completers) O c
a®
o E 40

Total mean (SD) change from baseline @ 8

24.8 (14.1), P<0.0001 &
£
o o 20
2
[T
o -
£0 o
g £ Mood and Social and Physical health Work, housing,

psychological relationship lifet and ability® leisure, and daily
well-being® functioning®

The O-LES-0-5F domains were developed as part of an ad hoc analysis; the O-LES-0-5F does not have an offidal subscale scoring system. “The percentages for each domain are normalized to reflect the relative proportionality of responses, accounting for the
differing number of items per domain. “Includes mood, averall s2nse of well-being, and overall life satisfaction items. ‘Includes family relationships, socisl relationships, and sex drivefinterest/performance items. YIncludes physical health, sbility to function in
daily life, ahility to get around physically items. “Includes work, ability to da wark/habbies, household activities, leisura time activities, living/housing situationship, econamic status, and medication items.

istions: OLE = Open-lzbel ion; 0-LES-0-5F = Quality of Life, Enjoyment, and Satisfaction Questionnaire-Short Form; $D = Standard deviation.




GHO001 Administration Was Well Tolerated in Patients with TRD
up to 6 Months

» TEAEs were observed in 72/81 (88.9%) patients and were mostly mild or moderate®; one non—treatment-
related serious TEAE was reported

» No TEAEs of flashbacks, suicidal intent, or suicidal behavior occurred

» The median duration of psychoactive effects after GHO01 administration was 11 minutes

» Patients were deemed discharge-ready by 1 hour post-dose at 99% of visits

*Two severe treatment-related TEAES were reported in the OLE; affect Iability occurred shortly after administration of GHOO1 and resolved within 4 minutes and one event of mgraing, considered a serious TEAE not related to
treatment, Sarted 73 days after the patient’s most recent (fourth) administration of GHOO1.
Abbreviations: OLE = Open-label extension; TEAE = Treatment-emergent adverse event; TRD =Treatment-resistant depression.




Conclusions

» In patients with TRD, GHOO1 led to significant reductions in global iliness severity from baseline to
Day 8 versus placebo; these improvements with GHO01 were maintained at Month 6 in those who
completed the OLE

» Significant improvements in anxiety symptoms across psychic and somatic domains were also
observed with GHOO1 treatment at Day 8 that were maintained at Month 6

» GHO0O01 also led to significantly improved quality of life across multiple domains from baseline to
Day 8 and at Month 6

» In patients with TRD, GH0O01 was generally well tolerated, with no re-administration challenges

Abbreviation: OLE = Operrlabel extension; TRD = Treatment-resistant depression
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