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INFORMATION CONTAINED IN THIS REPORT ON FORM 6-K

GH Research PLC (the “Company”) recently announced its attendance at the American Society of Clinical Psychopharmacology (“ASCP”) Annual Meeting, which is scheduled to take place from May 27-30, 2025, in Scottsdale,
Arizona (the “Congress”).

The Company will deliver a presentation as part of the Pharmaceutical Pipeline session during the Congress.

A copy of the presentation to be delivered during the Pharmaceutical Pipeline session, presented by Michael E. Thase, is attached hereto as Exhibit 99.1.
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Exhibit No. Description
99.1 Presentation to be delivered by Michael E. Thase with Title: Safety and Efficacy of GHOO1 in Treatment-Resistant Depression: Results From a Phase 2b, Double-Blind, Randomized Controlled Trial
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Exhibit 99.1

Safety and Efficacy of GHOO1 in
Treatment-Resistant Depression: Results From a
Phase 2b, Double-Blind, Randomized Controlled Trial

Michael E. Thase, MD
Department of Psychiatry, University of Pennsylvania, and Corporal Michael J.
Crescenz Veterans Affairs Medical Center, Philadelphia, PA

Coauthors: Bernhard T. Baune, Narcis Cardoner, Rosa Maria Duefas Herrero,
Lubos Jan(, John R. Kelly, Shane J. Mclnerney, Alexander Nawka, Tomas Palenicek,
Andreas Reif, Victor Pérez Sola, Madhukar H. Trivedi, Velichka Valcheva, Eduard
Vieta, Wiestaw J. Cubata
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Background

» TRD affects approximately 30% of patients treated for MDD?

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

* Mebufotenin (5-methoxy-N,N-dimethyltryptamine [5-MeO-DMT]) is a non-selective serotonin
(5-HT) agonist with high affinity for several receptor subtypes, including the 5-HT,, receptor?

* GHOO01 is a synthetic form of mebufotenin for pulmonary inhalation3*

« Early-stage trials in healthy volunteers and patients with TRD suggest that GHOO1 is well

tolerated and may have the potential to induce an ultra-rapid remission in depressive
symptoms3*

The aim of this double-blind, placebo-controlled trial was to investigate the safety and

efficacy of GHOO1 in patients with TRD

MDD =M gor depressie disorder; TRD = Treatment-resisant depression.
1. Kubiz N, et d. PLo5 One. 2013;8(10e768B2. 2. Shen H, et al. Curr Drug Metab. 2010;11(8653-66. 3. Reckweg J, etal. Front Pharmacol. 2021;12.760671. 4. Reckweg IT, et a. Front Psychiatry. 2023;14:1133414.




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 based upon the MGH-SAFER criteria interview

HAM-D-17 total score 220

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

*Current MDE confir med by the MINL

DSM-5 = Disgnostic and Statistical M anual of Mental Disorders, Fifth Edition; HAM-D-17 = 17-ltem Hamilton Depression Rating Scale; MDD =M sor depressivedisorder; MDE = Major depressive episode; MGH-ATRQ = Massachusetts General
Hospital Artidepressant Treatment Reponse Questionnaire; MGH-5AFER = Masachusetts General Hospital — Structur ed Assesament for Evaluztion of Risk; MINI = M ini-Inter national Neuropsychiatric Interview; TRD = Treatment-resisant
depression.




Trial Schematic

GHOOLIDR

All patients directly transitioned from the double-blind part to the OLE

Double-BlindPart 7 Open-label Extension (OLE)

For re-treatment (up to five GHOO1 IDRs), 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

BL2h D2 AMADRS
@® MADRS [ N ] ® ®
assessment
During the OLE, patients attended visits at 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
*Patients also attended assesment visiks on Day 2 (phone call) and Day B after each re-treatment.

BL=Baseline; D=Day; h=Hour; IDR = Individualzed dosing regimen; M ADRS = M ontgomery—Asberg Depression Rating Scale
ClinicalTrials.gov. https [/clinicaitrials gov/study/NCTO5800860, Accessed March 13, 2025.




Patient Disposition and Characteristics in the Double-Blind Part

Patient Disposition

Completed double-blind part, n (%) 40 (100) 41 (100)
Patient Demographics

Age, years, mean (SD) 41.6 (11.4) 43.9(10.9)
Female, n (%) 24 (60.0) 22 (53.7)
Race, White, n (%) 40 (100) 41 (100)
BMI, kg/mZ, mean (SD) 24.8 (4.3) 27.5(6.3)
Previously used any psychedelic (lifetime), n (%) 4 (10.0) 5(12.2)
Baseline Disease Characteristics

HAM-D-17 total score, mean (SD) 24.9(2.7) 24.6(2.3)
MADRS total score, mean (5D) 29(5.4) 28.2 (4.6)
MDE History at Baseline

Mean (SD 2.1(1.4 2.0(1.1

BliinteriofREEs >3,n {g&,) ) 14{;5.0)) 13 {(31.7})
Time since first depressive episode, years, mean (SD) 11.3(9.7) 12.2 (8.4)
Duration of current MDE, weeks, mean (SD) 50.8 (28.3) 63.3 (106.9)
Patients Receiving IDR Doses®

First dose (6 mg GHOO1 or one placebo dose), n (%) 9(22.5) 0(0)
Second dose (6+12 mg GHOO1 or two placebo doses), n (%) 21 (52.5) 0(0)
Third dose (6+12+18 mg GHOO1 or three placebo doses), n (%) 10 (25.0) 41 (100)
Duration of Psg?

6 mg (or placebo first dose), minutes, median (range) 9.0 (2-35) 0 (0-15)

12 mg (or placebo second dose), minutes, median (range) 14.0 (4-50) 0 (0-5)

18 mg (or placebo third dose), minutes, median (range) 11.5 (8-50) 0 (0-7)

*Upto three doses of GHOD1 or placebo were administered to each patient. “Includes all patients who recew ed respective dose of GHOD1 or placebo, irrespective of total dose.
BMI=Body mass index; HAM-0-17 = 17-item Hamitton Depression Rating Scale; 1DR = Individuaiized dosing regimen; MADRS = Mormgomery-Asberg Depression Rating Scale; M DE = Major depressive episode; PsE = Psychoactive
effiects; SD'= Standard deviation.




Primary Endpoint?: GHOO1 Led to Mean MADRS Reduction From
Baseline of =15.5 on Day 8 vs Placebo
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*FDA Guidance notes that efficacy with rapid-acting antidepressants generally should be demonstrated within 1 week, supporting a primary efficacy endpoint within thistimeframe.
BL= Baseline; FDA = Food and Drug Administration; L3 = Least squares; MADRS =M Urrtgumew-Asberg Depression Rating Scale; 5E = Standard error.




Secondary Endpoints: GHO01 Led to 57.5% Remission Rate and 60.0%
Response Rate at Day 8 vs 0% With Placebo
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Remission: MADRS total score <10 | Response: 250% reduction from baseline in MADRS total score

MADRS = Montgomer\.'-i\sberg Depression Rating Scals; MNT = Number needed to treat.




Secondary Endpoints: GHO01 Led to Improvements in Anxiety and

Quality of Life vs Placebo at Day 8

HAM-A Total Score
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LS mean difference vs placebo:
-10.0 (P<0.0001)

HAM-A = Hamilton Anxiety Rating Scals; LS = Least squares; O-LES-0-5F = Quality of Life Enjoyment and Satisfaction Questionnaire —Short Form.
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More Patients Had Improvement in Global lliness Severity From
Baseline at Day 8 With GHOO1 vs Placebo

GHO001 (n=40) Placebo (n=41)
100 4 [ 5.0 | m 6 - Severely ill
e 17.1 5 - Markedly il
B 4 - Moderatelyill
; = 3 - Mildly il
LS Mean (SE) Change in CGI-S Score | 2 - Borderline ill
From Baseline at Day 8 ® 1 - Normal

GHOO01 (n=40) Placebo (n=41)
-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 Day 8

EH |

Baseline Day 8 Baseline Day 8

Percentagesare for each baseling caegory within treatment. i
CGI5= Clinical Global Impression — Severity; L5 = Least squares; 5E = Standard error.




Overview of Adverse Events in the Double-Blind Part

Patients, n (%) GHO01 (n=40) ' Placebo (n=41)
Overview of Adverse Events
Any TEAE 29(72.5) 3(7.3)
Maximum severity of TEAEs
Mild 14(35.0) 2 (4.9)
Moderate 15(37.5) 1(2.4)
Severe 0(0) 0(0)
Treatment-related TEAEs 29(72.5) 1(2.4)
Device-related TEAEs 1(2.5) 0(0)
Serious TEAEs 0(0) 0(0)
Treatment-related serious TEAEs 0(0) 0(0)
TEAEs leading to study drug withdrawal 0(0) 0(0)
TEAEs leading to early withdrawal from trial 0(0) 0(0)
AESIs 8(20.0) 0(0)
Death 0(0) 0(0)
Most Common TEAEs (occurring in >5% of patients in either group) by Preferred Term
Nausea 17 (42.5) 0(0)
Salivary hypersecretion 8(20.0) 0(0)
Paresthesia 8(20.0) 0(0)
Headache 3(7.5) 1(2.4)
Dysgeusia 3(7.5) 0(0)

No TEAEs of flashbacks were reported

TEAEswer e clasified according to the M edical Dictionary of Regulaory Activities (MedDRA version 26.0).
AES! = Adverse event of special inter est; TEAE = Treatment-emergent adverse event.




Reduction in MADRS With GHOO01 in Double-Blind Part Reproduced in
Placebo Group With First GHOO1 Treatment in OLE

Double-blind OLE
585, Patients who received First treatment of placebo
GHOO01 (n=40) group with GH0OO01 (n=41)
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BL= Baseline; MADRS = Montgomerv-f\sberg Depression Rating Scale; OLE = Open-label extension; SE = Standard error.




73.0% Remission Rate at 6 Months in OLE Completers

Double-blind OLE The OLE was completed in Q1 2025
100 - n=40 patients who n=63 OLE * 63 completed, 18 early terminations (n=1 due to TEAE)

i a
[ECENEd ORI completers For patients who completed the OLE:

* 73.0% (n=46) of patients were in remission® at 6 months
73.0% (79.4% with clinical response)?

— Of the 46 patients in remission, 23 were randomized
57.5% to GHOO1 and 23 were randomized to placebo in the
60 1 double-blind part

* Completers (n=63) had a mean MADRS total score of 9.4 at
6 months

* 63.5% (n=40) received 1-4 treatments with GH001

* No drug-related serious TEAEs were reported in the OLE;
one non-drug-related serious TEAE was reported during

20 A the OLE®

Percentage of Patients in Remission

Note: data collection for the OLE has completed but data
cleaning is ongoing. All analyses of OLE data are subject to
Day 8 Month &P change following database lock.

*63 patientswho received active drug and completed the 6-month OLE per protocol (patientswho terminated eary are excluded). "Approximately 6 months post-study start (mean 168 daysfrom Day 1 of double-blind period). “MADRS total
score £10. *250% reduction from basefine in total MADRS core. “The non-drug-related serious TEAE reported was preferm ed term status migrainosus Onset was 73 days after the patients most recent administration of the GHOOL IDR
MADRS = Montgomery-Asberg Depression Rating Scale; OLE = Open-label extension; TEAE = Treatment-emergent adverse evert.




Conclusions

Double-Blind Part

* The primary endpoint was met: GHOO1 administered as an IDR led to significant MADRS reductions
from baseline to Day 8 (-15.5 vs placebo)

* Secondary endpoints: Remission rate of 57.5% at Day 8 (placebo, 0%), and improvements in anxiety,
global disease severity, and quality of life were observed

» Safety: GHOO1 was well tolerated

GHO001 can maintain long-term remission in TRD, with 73.0% of patients who completed the OLE in
remission at 6 months

Durable effects with relatively infrequent treatment visits and ultra-rapid MADRS reduction

No drug-related serious TEAEs were reported in the OLE

Data analysis has been completed for the OLE, but data cleaning is ill ongoing.
IDR = Individualized dosing regimen; MADRS = MUHthmErv-Asberg Depression Rating Scale; OLE = Open-label extension; TEAE = Treatment-emergent adverse event; TRD = Treatment-resistant depression.
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