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INFORMATION CONTAINED IN THIS REPORT ON FORM 6-K
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Exhibit 99.1

Safety and Efficacy of GHOO01 in Treatment-Resistant Depression
Results From a Phase 2b, Double-Blind, Randomized Controlled Tri

Michael E. Thase,*** Bernhard T. Baune,® Narcis Cardoner,* Rosa Maria Duefias Herrero,® Lubos Jan(,® John R. Kelly,” Shane J. Mclnerney,® Alexander Nawka,
Tomas Palenicek,’® Andreas Reif,! Victor Pérez Sola,>* Madhukar H. Trivedi,'t Velichka Valcheva,?” Eduard Vieta,'* Wiestaw J. Cubata®®

*Department of Psychiatry, University of Pennsylvania, Philadelphia, PA, USA; *Corporal Michael J. Crescenz Veterans Affairs Medical Center, Philadelphia, PA, USA; *Department of Psychiatry, University of Muenster, Muenster, Germany; *Hospital Santa Creu i Sant Pau, Mental Heali
; sParc Sanitari Sant Joan de Deu Hospital de Dia de Numancia, Barcelona, Spain; ®A-Shine SRO, Pilsen, Czechia; "Department of Psychiatry, Tallaght University Hospital, Dublin, Irelan

sDepartment of Psychiatry, University Hospital Galwa

syon s.r.0,, Prague, Czechia; “Goethe University Frankfurt, University Hospital, Department of Psychiatry, Psychosomatic Medicine and Psychotherapy, Frankfurt, Germany; Mental Health Institute, Hospital del Mar, Barcelona, Spain; 2Neurosciences Research Group, Hospital del Mar
Department of Experimental and Health Sciences, Pompeu Fabra University, Barcelona, Spain; Centro de Investigacién Biomédica en Red de Salud Mental (CIBERSAM G21), Instituto de Salud Carlos Ill, Madrid, Spain; ®Department of Psychiatry, University of Texas Southwestern Medicz

Background

+ Treatment resistant depression (TRD) affects approximately 30% of patients treated for major
depressive disorder (MDD)

Current therapies for TRD are limited and there is a large unmet need for treatments that offer
rapid and sustained effects

“ sa serotonin
(54T) agonist with high affnity for several receptor subtypes, incuding the S-HT,, receptor®

+ GHODL is a synthetic form of mebufotenin for pulmonary inhalation™*

« Early-stage trials in healthy volunteers and patients with TRD suggest that GHOD1 s well tolerated
and may have the potential to induce an ultra-rapid remission in depressive symptoms3*

Objective

+ The aim of this double-blind, placebo-controlled trial was to investigate the safety and efficacy of
GHOD1 in patients with TRD
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Methods

Trial Design Figure 1. Clinical Trial Schematic
+ This Phase 2b multicenter tral consisted of two parts (Figure 1)
~ Double-biind 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
individualized dosing regimen (IDR) of up to three escalating doses of GHOOL (6, 12, and 18 mg) or placebo on a single day; there was a 1-hour interval between doses

Double-Blind Part

~ Open-label extension (OLE): a 6-month trial with up to five GHOOL re-treatments administered depending on the patient’s clinical status
+ Patients were required to meet the trial criteria for TRD as assessed by a trial psychiatrist:
~ Recurrent or single MDD episode without psychotic features, with current episode of <2 years

~ Current major depressive episode based upon the Massachusetts General Hospital — Structured Assessment for Evaluation of Risk (MGH-SAFER) criteria interview Popanation
- 17-item Hamilton Depression Rating Scale (HAM-D-17) total score 220 i
~ Nonresponse to 22 and <5 oral antidepressant treatments wa o
oo se e
Assessments sssmssment
* 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 pyy ez

+ 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 T ekt et el ek e prcfintons

scale (HAM-A), and quality of life as assessed by the Quality of Life Enjoyment and Satisfaction Questionnaire — Short Form (Q-LES-O-5F)

+ Trestment-emergent adverse events (TEAES) were assessed throughout the trial

Results
Double-Blind Part + 0n Day &, remission [MADRS total score £10) and response (MADRS total score 250% reduction) were achieved in 57.5%
+ A total of 81 patients with TRD were enrolled in the double-blind part (GHOO1 IDR, n=40; placebo IDR, n=41; Table 1) and 60.0% o ptients reated with GHOOL, Fecpectively,: compared i (% ¥ the piacetis gralips [Figure. 3
bl A G L R SRR T Figure 3. Percentage of Patients With Remission or Response Through Day 8 After Administration of GHOO IDR or Placebo IDR
GHoo1 Placebo
(n-40) (n=a1)
Patient Disposttion sd
Gompleted double-blind part, n (%) 40 (100) 41 (100) H1 s
Patient Demographics i ey
Age, years, mean (D) 216014) 439 (109) =3
Female, n (%) 24 (60.0) 22 (53.7) 58 +ee*paa0nL
Race, White, n (%) 40 (100) 41 (100) g g
BMI, keg/m?, mean (sD) 24.8 (43) 275 (63) <
Previously used any psychedelic (ifetime), n (%) 4(100) 5(122) remision e Remzson | Ao Remizion™ Responss
Baseline Disease Characteritics Stimy O oy
HAM-D-17 total scare, mean (D) 249(27) 26 (23)
MADRS total score, mean (sD) 20 (5.4) 282 (a6)
MDE History st Baseline + GHO01 led to improvements in aniety and quality of fife vs placebo (Figure 4)
[— Wean (SD) 21019 20(11) Figure 4. Change From Baseline in HAM-A Total Score and Q-LES-Q-SF Total Score at Day §
=ha 0 14 (35.0) 13 (317)
Time since first depressive episode, years, mean (SD) e o) o lan | BAUA Toal seoe QULES-QSF Total Score
Duration of current MDE, weeks, mean (SD) ~oE as s i) =
Patients Receiing DR Doses® # ) 2“"
First dose (6 mg GHOO1 or one placebo dose), n (%) 525 o) fa fo
Second dose (6412 mg GHOO1 or two placebo doses, n (%) 21 (525) 00 #s gl B8 1 o
Third dose (6+12+18 mg GHOOL or three placebo doses), n (%) 10 (25.0) 41 (100) s * o praceon Sg "’1 215 (reooson i
Duraton of pae* i i1 .
& mg (or placebo first dose), minutes, median (range) 90 (2-35) 01015 CE 2 !
12 me (or placebo second dose), minutes, median (range) 140 (4-50) 0(0-5) s
18 mg (or placebo third dose), minutes, median (range) 115 (8-50) 0(0-7) Bl e s F e oo
o i tn=t0)  (n-a1) ©=1) )

ot P - Poyescicoct S0~ S dodaton

Change in MADRS total score from baseline to Day 8 was significantly greater with GHOO1 than with placebo (Figure 2) SRR ————
~ Statistically significant redluctions were 2iso observed in the GHODI group at 2 hours postdose and on Day 2 §

Figure 5. CGFS Scores at Baseline and Day 8
Figure 2. Primary Endpoint*; Change in MADRS Totol Score From Baseline to Day 8
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Background

+ Treatment-resistant depression (TRD) is a chronic condition affecting
approximately 30% of patients with major depressive disorder?

+ There are currently only two pharmacotherapies approved for the treatment of
TRD, highlighting the unmet need for additional safe and effective treatments?

+ Earhy-phase clinical trials of GHOO1, a synthetic form of mebufotenin
for pulmonary inhalation, in healthy volunteers and patients with TRD

Methods

Thistwo-part, Phase 2b trial (NCTOS5800860) enrolled patients with TRD (Figure 1) i

— Patients in the 6maonth open-label extension received up to five GHOOL re-
treatments depending on their clinical status (data not presented here)

The double-blind part (presented here) was a 7-day part in which patients were
randomized 1:1 to receive an IDR of up to three escalating doses of GHOOL (5, 12,
and 18 mg) or placebo IDR on a single day

Philadelphiz PA, USA; “Corporal Michael | Crescenz Veterans Affairs Medical Center, Phiadel
*Presenting Author: Wiestaw J. Cubate cubala@®sumed. edu.pl

Figure 1. Clinical Trial Schematic

N=E1
Randomization 11

demonstrated it is well tolerated with an acceptable safety profile®*

» This trial evaluated the safety and tolerability of GHOOL in patients with TRD in
a randomized, double-blind, placebo-controlled setting

Thistrial was conducted under the supervision of qualified healthcare professionak,
providing psychological support per standard of care, but without any planned
psychotherapeutic intervention before, during, or after dosing

BL 2h
= . # Safety assessments (up to Day 8) included treatment-emergent adverse events @ MADRS P
Objectwe (TEAEs), vital signs, electrocardiogram (ECG), laboratory assessments, and safety assesEment
t tools (Columbiz-Suicide S ity Rating Scale [C-55RS], Brief Psychiatri
+ The objective of this analysis is to present =afety and tolerablility data for assessment took (Columbissuickie Sevenity Ralting Scale | 1, Brief Psychiatric Day 1

Rating Scale positive symptoms subscale [BPRS4], Clinician-Administered Dissociative
States Scale [CADSS], Modified Observer's Assessment of Alertness and Sedation
[MOAA/S] scale, and Clinical Assessment of Discharge Readiness [CADR])

GHOOL from the double-blind part of a Phase 2b trial in which GHOOL was
administered as an individualized dosing regimen (IDR) to patients with TRD

Results From the Double-Blind Part

In the double-blind part of this trial, 81 patients with TRD were enrolled; 40 and 41
patients were randomized to receive GHOOL or placebo, respectively

3. Reckweg J, et al. Front Phasmacal. 202112 760671. 4. Reckweg IT, et al. Frant Psychiotry. 2023;14:1133414

Acknowledgments

This trial was 5

Figure 2. Duration of TEAEs Repor
the Double-Blind Part

. Phi, of GH Research kreland
y Rachael Macksaac, PhD, af

— The mean (SD) age was 42.8 (11.2) years; 56.8% of the patients were female

There were no serious or severe TEAEs reported (Table 1)

TEAEswere observed in 29/40 (72.5%) patientswho received GHOOL and 3/41 (7.3%)
patients who received placebo (Table 1)

Disclosures
WIC: Grants — Azodia, A

MNauses

— The maximum severity of TEAEs ohserved in patients who received GHOO1 was Selivary hyperssoration

mild in 14/29 patients and moderate in 15/29 patients Paresthesia
— Mo TEAE resulted in study drug withdrawal or early withdrawal from the trialin N
i i either treament group in the double-blind part Dysgusia
B * No TEAEs of flashbacks were reported o Memory impairment
=
Table 1. Overall Summary of Safety in the Double-Blind Part B Headache
GHO01 Placebo
Patients, n (% Cough
i [n=40) [n=41)
AnyTEAE 29 (72.5) 3(73) Hypotonia
Maximum severity of TEAEs &
: Vomiting
Mild 14 (35.0) 2 (49)
Moderate 15 (37.5) 1(24) Febae
Severe 0 o Tearfulness
Treatment-related TEAES 29 (725) 1(2.4)
Serious TEAE 0 0 e
AESls 5(20.0) 0 Pe
Death o o mRessh
o N — mResol
TEAEs occurring in »5% of patients in either group
Nausea 17 (425) o E——
Salivary hypersecretion 8({200) 0
Paresthesia 8(200) o * There were no TEAEs related to
Headache 3(75) 1(2.4) changes in blood pressure or he
sationsbi Dysgeusia 3(75) o * There was no evidence of treat
Insitute (PCOR. ane T e T G S TEAE = " it behavior (assessed by the C-5SF

o ; » dissociation at disch
= Ofthe 81 total TEAEs in the double-blind part, 80.2% of events resolved within AEICILN ischarge (ass

1 hour, 8.6% resolved within 24 hours, 7.4% resolved within 72 hours, and 1.2%

resolved within 1 week

— Of the TEAEs reported at least twice in patients receiving GHOO1, most resohed
within 1 hour of dosing (Figure 2)

By 1 hour postdose, no sedatior
and 97.4% of patients were disc
ready following dosing, but afte
determined to be discharge-rea

W W N & Y
Presented at the American Society of Clinical Psychopharmacology Annual Meeting |
Scottsdale, AZ, USA | May 27-30, 2025
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Results of a Phase 2a Clinical Trial of Inhaled
in Patients With Postpartum Def

Claus Bo Svendsen,'* Emilio Arbe,* Sem E. Cohen,? Kristina M. Deligiannidis,* William Gann, Sarah Keady,' Rachael Maclsaac,' Stuart Ratcliffe,? Da

*GH Research, Dublin, Ireland; *5t. Pancras Clinical Ressarch, London, United Kingdom; “Department of Psychigtry, Amsterdam UMC, University of Amsterdam, Amsterdam, The Netherlands; *
*Department of Psychiary, Sheffield Health and Social Care NHS Foundation Trust, Sheffield, United Kingdom; *Department of Psychigry, Univer

*Presenting Author: Claus Bo Svendsen; chs@ghrescom

Background Methods

* Postpartum depression (PPD) is a common perinatal complication that ® This Phase 2a, proof-of-conce pt, open-label trial (NCTO5804708) enrolled women aged 18—-45 + Thistrial was conducted under the supe rvis
can have serious conseque nces for the welkbeing of the mother and years who met the Mini-international Neuropsychiatric Interview diagnostic criteria for major providing psychological support per standar
the long-term development of the chid+ depressive disorde r with peripartum onset and who had out patient status psychotherapeutic intervention before, dur

+ Epidemiologic studies estimate the global prevalence rate of PPD to be * Patientswere required to have received no other antidepressant therapy for 14 days priorto * The primary endpoint was change in MADI
as high as 20%,° with up to 13% of diagnosed patients still experiencing dosing and have a Montgomery-Asherg Depression Rating Scale {MADRS) total score of 228, from baseline in MADRS total score at 2 he
symptoms two years after giving birth* reflecting moderae to severe depressive symptoms [MADRS total score £10) were assessed as

* Cument treatment options for PPD have slow onset of action, low * Patientsmust have either ceased lactating at screening or, if still lactating or active by + Safety and tolerability were assessed throt
remission retes, and/or high treatment burdens; therefore, novel breastfeeding, must have agreed to temporarily ce ase breastfeeding from just prior to dosing included the following parameters: treatm
treatment methods are needed through 24 hours after the last dose a5 assessed by the Modified Observer's As:

slized dosing regimen (DR) of up to three escalating doses of psychiatric symptom s as assessed by the 8
suicidality as assessed by the Columbia-Su

* Dicharge readiness was assessed by the Cl

Patients were administered an indivi
GHOO1 (6, 12, and 18 mg) wih a 1-hour interval between doses on a single day (Figure 1)

+* Mebufotenin (S-methoxy-N, N-dimethyltryptamine [5-MeQ-DMT]) is a
potent psychedelic drug that acts as 2 non-selective serotonin agonist
with highest affinity for the 5-HT receptor subtypes

Crite ria for administration of the second and third doses as part of the IDR were based on

i : iectively A ! il val W lcul il = L
+ Early-phase clinical trials of mebufotenin administe red via pulmonary pat‘e_nts suh,-elctn EI"r reported psychoactive effectsand the safety and tolerability at the & 'Df‘ a_ues :' ere c: ;” Ete‘i using O’d‘e =
inhalation (GHDO1) demonstrated that GHOO1 has an acceptablke safety previous dose level ;ﬁa—[}.t};S. and the;studywasadequateh
profie and is well tolerated, with an ultra-rapid onset of therape utic EIEARE
benefits's =]
* The trial presented here is the first in which mebufotenin was Results
administered to patients diagnosed with PPD > 3 i
* Thistrial enrolled 10 patients diagnosed with PPD with a mean (SD) age of 32 (5.2) years Figure 3. MADRS Total Scores for Individuz
® The mean (50) duration of the current depressive episode was 309 (12 9) weeks, and the ™
Objective mean (SD) parity was 2 (0.94)
) . ) . = One patient (10.0%) had received pharmacotherapy for the current depressive episode, and
* Toinvestigate the potential antide pressant effects and safety of GHOOL six patients (60.0%) had received pharmacotherapy for prior major depressive epsodes
in adult, female patients with PPD . B .
® The mean (50) baseline MADRS total score was 36.7 (4.8)
Efficacy g
» The primary endpoint was achieved, with a signficant reduction from baseline to Day 8 of §
-35.4 points (96.3%) in MADRS total score with GHOO1 treatment (P<0.0001; Figure 2) E
2
* Significant reductions in MADRS total score were also observed at 2 hours postdose and on o
R Day 2 (P<0.0001 for both time points) ]
1. Stewart DE, Vigod 5. N Engl J Med. 2016;375:2177-86. = All 10 patients demonstrated nearly identical and consistent reductions in MADRS total score B
2. Field T.Infant Behav Dev. 2010,33:1-6. &t 2 hours postdose, on Day 2, and Day 8 (Figure 3)
3. Wang Z, et al. Trans! Psychiarry. 2021;11:543. « All patients (100%) achieved remission at Day 8, as well asat 2 hours postdose and on Day 2
4. Goodman JH. JObstet Gynecol Neonatal Nurs.
2004;33:410-20. Figure 2. Mean Change in MADRS Total Score From Baseline in Patients With PPD Treated
5. Kaufman ¥, et al. Ther Adv Psychopharmac. With GHO01
202 2;12:2045125321 1065855
&. Ermakova AQ, et al. J Psychopharmacol. 2022;36:273-94 a- 0
7. Reckwegl, et al. Front Pharmacol. 2021;12:760671.
8 Reckwez IT, t =l Front Psychiatry 2003;14:1133414, ’ e
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