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GH Research PLC (the “Company”) announces its participation in a Mini-Panel Session at the 64th American College of Neuropsychopharmacology (ACNP) annual meeting (the “Congress™), where results related to its GHO01-TRD-
201, GHO001-PPD-203 and GH001-BD-202 clinical trials will be discussed. The Congress is scheduled to take place from January 12-15, 2026, in Nassau, Bahamas.

The Mini-Panel Session will be chaired by Prof Michael E. Thase, featuring presentations by Lisa Harding, MD, Kristina M. Deligiannidis, MD, and Roger S. McIntyre, MD. A copy of the presentation for the Mini-Panel session is
attached hereto as Exhibit 99.1.

The fact that this presentation is being made available should not be deemed an admission as to the materiality of any information contained in the material. The information contained in the presentation is being provided as of January
15, 2026, and the Company does not undertake any obligation to update the presentation in the future or to update forward-looking statements to reflect subsequent actual results.
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Psychoactive Molecules as Rapid-Acting Treatment for Depression

» Pharmacotherapy is the first-line treatment recommendation for people with moderate to severe MDD'2;
however, there is an unmet need for rapid and effective pharmacological treatments

» Less than half of patients with MDD treated in clinical trials with traditional antidepressant medications
(SSRIs, SNRIs, or TCAs) achieve remission,>* and the proportion of patients achieving remission in clinical
practice may be even smaller®

» A growing body of evidence indicates that psychoactive molecules may provide rapid reduction in severity of
symptoms in patients with psychiatric disorders including MDD, TRD, BDII depression, and PPD6&?

» Psychoactive molecules including LSD, ayahuasca, psilocybin, MDMA, and mebufotenin have been assessed
in clinical trials for those indications®®

Abbreviations: BD'I= Bipolar Il disorder; LSD = Lysergic acid diethylamide; MDD =M gjor depressive disorder; MDMA = 3, 4-methy kenedioxymethamphetaming; PPD= Postpartum depression; SNRI = Serotonin-norepinephrine reuptake
inhibitor; 85R1 = Selective serotonin reuptake inhibitor; TCA = Tricyclic antidepressant; TRD = Treatment-resistant depression.

1. APA Clinical practice guideline for the treatment of depresion across three sge cohorts 2018 Available at: https fwww apa org/depression-guideline. Accesed Oct. 23, 2025. 2. Lam RW, etal. CanJ Psychiatry. 2024;69(9):641-687
3. Thase ME, etal. J Ciin Psychiatry. 2005;66(8):974-981. 4. Machado M, et al. Curr Med Res Opin. 2006;22(9):1825-1837. 5. Moller H, et al. Worid [ Biol Psychiatry. 2008;9(2):102-114. 6.Yao Y, et al. Psychiatry Res. 2024;335:115886.

7. Reckweg T, et al Front Psychigtry. 2023;14:1133414. B. Aaronson 5T, et al JAMA Psychigiry. 2024;81(6):555-562. 9. Jairaj C and Rucker J).f Psychopharmacol. 2022;36(8):.820-931.




GHO001 Overview

Non-selective 5-HT agonist with high affinity
for the 5-HT,, receptor3>

GHO01

Synthetic form of mebufotenin
(5-MeO-DMT) for pulmonary
inhalation

Median duration of psychoactive effects: 11 min

GHO001 has been well tolerated
in early-stage trials*2 and shows
potential to induce a rapid
remission of depressive
symptoms in patients with TRD?

Target indications: TRD, PPD, and BDII + MDE

Phase 2b trial complete in TRD; Phase 2a trials
complete in PPD and BDII + MDE

OF 363 §

1. Reckweg J, et al. Front Pharmacol 2021;12:760671. 2. Reckweg IT, et al. Front Psychigery. 2023;14:1133414. 3. Halber <adt AL, et al. Psychopharmacoiogy (Ber). 2012;221(4).709-718. 4. Shen HW, et al. Curr Drug Metab.

Abbreviations: 5-HT = Serotonin; 5-Me0-DMT = 5-methaxy-N,N-dimethyitry ptamine; BDIl = Bipolar Il dsorder; MDE = Major depresive episode; PP D = Pogpartum depression; TRD = Treament-resistant depression
2010;11(8):659-666. 5. Reckweg IT, et al J Neurochem. 2022;162:128-146. e




Psychoactive Molecules Are Not Alike: Pharmacology and Phenomenology

LSD*2

Non-selective serotonin and
dopamine agonist

Experience of Unity

DMT34
Mixed 5-HT,/5-HT,,
agonist

Experience of Unity

Mebufotenin®-2

Non-selective serotonin agonist with
high affinity for 5-HT,,

Experience of Unity
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Abbreviations: 5-HT = 5-Hydroxytryptamine (serotonin); DMT = N,N-Dimethy kryptamine; iv. = Intravenous; LSD = Lysergic acid diethylamide; p.o. = Oral administr ion.

1. LiechtiME, et al Neuropsychop harmacology . 2017;42:2114-2127 (Figure adapted from source). 2. Holze F, et al. Biol Psychiatry Cogn Neurosci Neuroimaging. 2024;9(5):472-489. 3. Luan LX, et al J Psychopharmacol. 2024;38(1):56-67
(Figure adapted from source). 4. Nhols DE Pharmaco/ Rev. 2016;68(2):264-355. 5.Uthaug MV, et al. Psychopharmacoiogy. 2019;236:2653-2666 (Figure adapted from source). 6. Shen HW, et al Curr Drug Metab. 2010;11(8).659-66.

7. Halberstadt AL, et al Psychopharmacoelogy (Beri). 2012;221(4):70%-718. B. Ermakova AQ, et al. Sci Rep. 2025;15(1):38874.




GHO001 Provides Rapid and Significant Antidepressant Effects
in Patients with Treatment-Resistant Depression

Efficacy and Safety Results from a Phase 2b, Double-Blind,
Randomized Controlled Trial with a 6-Month
Open-Label Extension

Lisa Harding, MD

Mood Institute and Yale School of Medicine
Milton, CT, USA




Background

» TRD remains one of the most pressing challenges in psychiatry and affects approximately 30% of
patients treated for MDD?

» Current therapies for TRD are limited,? and there is a large unmet need for treatments that are
well tolerated and offer rapid reductions in depressive symptoms and long-term remission

» GHO001, a synthetic form of mebufotenin 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*

This analysis presents efficacy and safety data for GH001 from a Phase 2b double-blind, placebo-

controlled trial, in which patients with TRD received up to five re-treatments of GHOO1 as an IDR

Abbreviations: IDR = Individualized dosing regimen; MDD = Maor depressive disorder; TRD = Trestment-resistant depression.
1. Kubiz N, et d. PLo5 One. 2013;8(10e768B2. 2. Mcintyre RS, et al. World Psychigiry 2023;22:394-412. 3. Reckweg J, etal. Front Pharmacol 2021;12:760671. 4. Reckweg JT, et al. Front Psychigtry. 2023;14:1153414.




Trial Schematic

GHOO1 IDR®

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

Double-Blind Part i
(Part 1)° W Open-Label Extension (OLE; Part 2) W

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

of the following criteria:

i. MADRS score »18

Placebo 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

Randomization 1:1

Primary endpoint

BL 2H D2 AMADRS
@ MADRS @@ @ @ ®
assessment
During the OLE, patients attended visits at Day 15, Month 1, 2, 3, 4, 5 & 6°
Day 1 Day 2 Day 8 Additional clinic visits could be scheduled if required for medical reasons Month &

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

*p second or third dose was administer ed ¥ the previous dose waswell tolerated according to the trial physician’sjudgement (based on vital signs and adverse events) and if the patient did not achieve an intense psychoactive effect (peak
experience; defined as a mean sore of 275 on the Peak Experience Scale) following the previous dose. "Efficacy asesaments were carried out by independent blinded ratersin the double-blind part. “Patients also attended ssesment visks
on Day 2 (telephone call) and Day B (in-person) after each re-treatment.

Abbreviations: BL = Baseling; D = Day; H =Hour; IDR = Individualzed dosing regimen; M ADRS = M ontgomery—Asberg Depression Ratng Scale.

ClinicalTrials.gov. hitps //clinicaitrials gov/study/NCTO5800860, Accessed October 28, 2025.




Eligibility Criteria

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

Single-episode or recurrent MDD (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)

*Current MDE confr med by the Mini-Inter national Neuropsychistric Interview.
Abbreviations: D5M-5 = Diagnostic and Statstical Manual of Mertal Disorders, Ffth Edition; HAM-D-17 = 17-Item Hamilton Depression Rating Scale; MDD = M gor depressive disorder; MDE = Major depressive episode; M GH-ATRO =
Massachusetts General Hospital — Antidepressant Treatment Response Questionnaire; M GH-SAFER = Masachusetts General Hospital— Structured Assessment for Evaluation of Risk; TRD = Treament-resistant depression.




Baseline Characteristics and Patient Disposition

Baseline Demographics

Age, years, mean (SD) 42.3 (11.2)

Sex, female, n (%) 46 (56.8)

Race, White, n (%) 81 (100)

BMI, kg/m? mean (SD) 26.2 (5.5)

Previously used any psychedelic (lifetime], n (%) 9 (11.1)
Baseline Disease Characteristics

HAM-D-17 total score, mean (SD) 24.8 (2.5)

MADRS total score, mean (SD) 28.6 (5.0)
MDE History at Baseline

Mean (SD} 2.1(13)

Mumber of MDEs >3, n (%) 27 (33.3)

Time since first depressive episode, years, mean (SD) 11.7 (9.0)

Duration of current M DE, weeks, mean (SD) 57.1(78.4)

Patient Disposition, n (%)

Completed double-blind part 31 (100)
Received GHOO1 in double-blind part 40 (49 .4)
Received placebo in double-blind part 41 (50.6)

Completed OLE 63 (77.8)

Reasons for Discontinuation During the OLE, n (%) 18 (22.2)

Withdrawal of consent 7(38.9)

Started additional antidepressant® 6(33.3)

Protocol deviation 2 (11.1)

Other 2(11.1)

Adverse event 1(5.6)

*GHO01 was administered & amonotherapy and patientswho started add tional antidepresant treatment were discontinued from the trial
Abbreviations: BM 1= Body mass index; HAM-D-17 = 17-ftem Hamilton Depression Rating Scals; MADRS = Momtgomeny-Asberg Depression Rating Scals; MDE = Major depresive episode; OLE = Open-label sxtensior;
5D = Standard deviation.




Primary Endpoint: GHOO1 Led to -15.5 Mean MADRS Reduction from
Baseline on Day 8 Compared with Placebo in the Double-Blind Period
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Baseline in MADRS Total Score
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—8— GHO001 (n=40) LS mean differenceP vs placebo: -15.5 (P<0.0001)
—8— Placebo (n=41) Effect size: Cohen’s d=-2.0
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*FDA Guidance notes that efficacy with rapid-acting antidepressants generally should be demaonstrated within 1 week, supperting a primary efficacy endpoint within thistimeframe.

“Adjusted for basefine sever ity of symptoms [MADRS total score). s
Abbreviations: BL = Baseline; FDA = Food and Drug Administration; H = Hour; LS = Least squares MADRS =M ortgomery—Asberg Depression Rating Scale; SE = Standard error.




GHO0O01 Led to 60.0% Response Rate and 57.5% Remission Rate at Day 8

vs 0% with Placebo in the Double-Blind Period
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Response: 250% reduction from baseline in MADRS total score

Abbreviations: MADRS = Montgumerv—ASbE@ Depression Rating Scale; NNT= Number needed to treat.
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Reduction in MADRS with GH001 in Double-Blind Part Reproduced in
Placebo Group with Their First Active GHO01 Treatment in the OLE

Double-Blind Open-Label Extension
Patients who received GH001 (n=40) First treatment of placebo group with GH001 (n=41)
35 35 4
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Abbreviations: BL = Baseline; D = Day; H =Hour; MADRS =M ormgomerv—;&sberg Depression Rating Scale; OLE =0pen-label extension; SE= Standard error.




There Was a 73% Remission Rate at 6 Months in OLE Completers

_- Double-blind OLE

' n=40 patients who n=63 OLE
'% received GHOO1 completers?®
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Patients who completed the OLE received a mean of four treatments across the 6 months (double-blind part and
OLE), with 63.5% (40/63) requiring one to four treatments during the 6 months
*Includes 63 patients who completed the &-month OLE per pratocol (18 patientsterminated early are excluded). ®Approximately & months post-study start (median 168 daysfrom Day 1 of doubleblind part). ‘Remission

defined as MADRS total score =10.
Abbreviations: MADRS = Montgumerv—ASbE@ Depression Rating Scale; OLE = Open-label extension.




Remission Rate at 6 Months? in OLE Completers®

100 -
0,

. 90% Of patients who had
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*B Months' or ‘Month 6 (end of trial) was at approxmately 6 months post-study start (median 168 days from Day 1 of double-blind part). ®Includes 63 patients who completed the 6-month OLE per protocol (18 patients terminated
early are excluded). ‘Remission defined asa MADRS total scores10.
Abbreviations: MADRS = Montgom Er\r—Asberg Depression Rating Scale; OLE = Open-label extension.




Overview of Adverse Events in the Open-Label Extension

Patients, n (%) | Overall (N=81)
Overview of Adverse Events
Any TEAE? 72(88.9)
Maximum severity of TEAEs
Mild 28(34.6)
Moderate 42 (51.9)
Severe 2(2.5)
Treatment-related TEAEs 65(80.2)
Serious TEAEs 1(1.2)
Treatment-related serious TEAEs 0
TEAEs leading to discontinuation 1(1.2)
AESIs 30(37.0)
Death 0
TEAEs? Occurring in >10% of Patients Overall Treatment-related TEAE
Nausea 37 (45.7) 37(45.7)
Paresthesia 31(38.3) 31(38.3)
Salivary hypersecretion 24(29.6) 24(29.6)
Headache 16(19.8) 11(13.6)
Muscle tightness 13(16.0) 13(16.0)
Feeling cold 12 (14.8) 11(13.6)
Paresthesia oral 10(12.3) 10(12.3)
Upper respiratory tract infection 10(12.3) 0
Anxiety 9(11.1) 8(9.9)

*TEAEs were classified according to the Medical Dictionary of Regulatory Activities (M edDRA) Version 26.0.
Abbreviations: AES| = Adver == event of specialinterest; TEAE = Trestment-emergent adverse event.




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

» During the OLE, TEAEs were observed in 72/81 (88.9%) patients and were mostly mild or
moderate?; one non-treatment-related serious TEAE (migraine) was reported

» No TEAEs of 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 lability occurred shortly after administration of GHOOL and resolved within 4 minutes and one event of mgraine, considered a serious TEAE not related to tregment,
started 73 daysafter the patient’s mos recent (fourth) administration of GHO01. *Assessed using theClinical Assessment of Disharge Readiness.
Abbreviations: ECG = Electrocardiogram; OLE = Open-label extension; PT = Preferred term; 30C = System organ class; TEAE = Treatment-emergent adverse event; TRD = Treatment-resistant depression.




Conclusion

» The primary endpoint was met: GHO01 administered as an IDR led to significant MADRS
reduction from baseline to Day 8 (-15.5 vs placebo)

» GHO0O01 can maintain long-term remission in TRD, with 73.0% of patients who completed
the OLE in remission at 6 months

» GHO001 was well tolerated during the 6-month OLE and no treatment-related SAEs or
TEAEs of suicidal intent or suicidal behavior occurred

Abbreyiations: IDR = Individuaized dosing regimen; MADRS = Mortgomery-Asberg Depression Rating Scale; OLE = Operriabel extension; SAE = Serious adverse evert; TEAE = Treatment-emergent adverse evert; TRD = Treatment-
resistant depression




GHO0O01 Is Associated with Improved Self-Reported Maternal
Functioning in Patients with Postpartum Depression and Rapid
Elimination from Breastmilk

Kristina M. Deligiannidis, MD
Feinstein Institutes for Medical Research
Northwell Health
Manhasset, NY, USA




Background

» PPD is defined as an MDE with onset of mood symptoms during pregnancy or within 4 weeks following
delivery?!

» PPD is associated with adverse effects on maternal well-being and mother-infant relationships that can
negatively impact infant development?

» Breastfeeding is associated with positive maternal and infant physical and mental health outcomes3*;
however, women with depressive disorders may be concerned about initiating pharmacotherapy while
breastfeeding®

» The potential antidepressant effects and safety of GH001, a synthetic form of mebufotenin for pulmonary
inhalation, were investigated in a Phase 2a, single-arm, open-label trial in patients with PPD

We present data from this Phase 2a trial on antidepressant effects, maternal functioning, and safety in patients

with PPD receiving GHO01 as well as breastmilk concentrations of mebufotenin in lactating patients

1. Americen Psychiatric Association Diagnostic and Statstical Manual of Mental Disorders. 5th ed. American Psychistric Association; 2013. 2. Field T. infant Behav Dev. 2010;33({1):1-6. 3. Palanci Ay O and Aktas S. Heaith Care

Abbreviations: MDE = Major depressive episode; PPD = Posipartum depression.
Women int. 2024;45(2):236-250. 4. Modak A, et al. Cureus. 2023;15(10):246730. 5. Fitelson E, et al. int | Womens Neaith. 2011;3:1-14. e




Trial Schematic
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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

2A second or third dose was administer ed ¥ the previous dose waswell tolerated according to the trial physician’sjudgement (based on vital signs and adverse events) and if the patient did not achieve an intense
psychoactive effect (peak experience; defined as a mean score of 275 on the Peak Experience Scale) following the previous dose

Abbreviations: BIMF = Barkin Index of M aer nal Furictioning; BL = Baseling; D= Day; H= Hour; IDR = Individualized dosing regimen; MADRS = M ortgom ery—Asberg Depression Rating Scale; PK = Pharmacokinetics; PPD=
Postpartum depression.




Eligibility Criteria

Women aged 18-45 years were required to meet criteria for PPD as assessed by a trial psychiatrist:

Diagnosis of MDD? (per DSM-5 criteria), without psychotic features, with peripartum onset

MDD onset no earlier than gestation and no later than the first 4 weeks postpartum

Was >4 weeks postpartum at dosing and €12 months postpartum at screening

MADRS total score 228 at baseline

*Confirmed by the MINI.
Abbreviations: DSM-5 = Diagnostic and Statistical Manual of Mertal Disorders, Fifth Editior; MADRS = Mormgomery-Asberg Depression Ratng Scals; MDD = Maor depressive disorder; MINI = M ini-inter national Neuropsych atric
Interview; PPD = Postpartum depression.




Key Assessments

* Primary endpoint: change from baseline to Day 8 in MADRS total score
= Total score range, 0-60
* Higher scores indicate more severe depression

* Patient-centered self-report of maternal functioning
* Total score range, 0-120

= Higher scores indicate better functioning

* Concentrations were measured using LC-MS/MS in lactating patients:
PK in * Mebufotenin

Breastmilk = Bufotenin (psychoactive metabolite)

* 5-MIAA (non-psychoactive terminal metabolite)

Safety * Adverse events were assessed throughout the trial

Abbreviations: 5-MLAA = 5-methoxyind ole-3-acetic acid; BIMF = Barkin Index of M ater nal Functioning; LC-MS/MS = Liquid chr omatography with tandem mass spectrometry; MADRS = Moritgnmerv—isberg Depression Rating Scale;
PK = Pharmacokinetics
1. Montgomery SA, Asberg M. Br. Psychiatry. 1979;134:382-9. 2. Barkin IL, et al. J Womens Heaith (Larchmt). 2010 Dec;19(12):2239-46.




Demographics and Baseline Clinical Characteristics

Demographics

Sex, female, n (%) 10 (100)
Age, years, mean (SD) 31.6(5.2)
Ethnicity, n (%)
Hispanic or Latino 1(10.0)
Not Hispanic or Latino 9 (90.0)
Race, n (%)
White 9 (90.0)
Black or African American 1(10.0)
Parity, mean (SD) 2(1.0)
Baseline Disease Characteristics
Duration of current MDE, weeks, mean (SD) 30.9(12.9)
MADRS total score, mean (SD) 36.7(4.8)
BIMF total score, mean (SD)? 68.8(15.6)

=8 patients.
Abbreviations: BIMF = Barkin Index of Maternal Functioning; MADRS = MUnthmErrAsberg Depression Rating Scale; MDE = Major depressive episode; S0'=35tandard deviation.




Primary Endpoint: GHO01 Was Associated with Significant Reductions
from Baseline on Day 8 in Mean MADRS Total Score in Patients with PPD
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Primary Endpoint: GHOO1 Led to Substantial Reduction from Baseline on
Day 8 in MADRS Total Score in All Patients with PPD
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Individual patient data are plotted in the figure, with eachcolor representing 1 patient. *Secondary efficacy endpoint.
Abbreviations: BL= Baseline; H = Hours; MADRS=MUI’I§DIT\EFV—ASK)E(§ Depression Rating Scale; PPD = Postpartum depression; 5D = Standard deviation.




BIMF Total Score Improved by a Mean of 34.1 Points from Baseline
on Day 8
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56% improvement in
maternal functioning

A0 with GHOO1

60.0

Mean (+SD) BIMF Total Score
8
(=]

)
o
=

*#¥P<0.001 vs BL

0.0

Baseline Day 8
(n=8) (n=9)

Improvement from baseline was observed in 6 of 7 BIMF domains on Day 8

Abbreviations: BL= Baseling; BIMF = Barkin Index of Materna Functioning; S0 = Standard devigtion.




Mebufotenin and its Metabolites Were Rapidly Eliminated from Breastmilk

Of the four lactating patients, three received GH001 6+12 mg and one received GHO01 6+12+18 mg as part of the IDR

GH001 6+12 mg (n=3) GH001 6+12+18 mg (n=1)

Mebufotenin, ng/mL
3 22 0.2 BLQ : e i givs
Median (range) (02-3.1) (BLO-0.6) (BLQ-0.04) BL 1.5 0.3 BLQ BLQ BLQ
Bufotenin, ng/mL (psychoactive)
Median (range) BL BLC BL( BL! BL( BLQ
X 15.4 12.8 0.4 0.04 LQ 2 5
Medan (ange)  (510-g1q) (139-285) (8.1-132) (BLO-0.9) (0.03-0.2) (BLO-BLO) i 23l 2 o = =

*Time after final doseon Day 1.
Abbreviations: 5-MIAA = S-methocyind ole-3-acetic acid; BLQ = Below the limit of quantitation; H= Hour; IDR = Individualized dosing regimen.




Safety Summary

Patients, n (%) Overall (N=10)
Overview of Adverse Events
Any TEAE 8 (80.0)
Mild 7 (70.0)
Moderate 1(10.0)
Severe 0
Treatment-related TEAEs 7(70.0)
Serious TEAE 0
Death 0
TEAEs by Preferred Term
Headache 5(50.0)
Abdominal pain 1(10.0)
Nausea 1(10.0)
Vomiting 1(10.0)
Diarrhea 1(10.0)
Dizziness 1(10.0)
Dysgeusia 1(10.0)
Tachycardia 1(10.0)
Paresthesia 1(10.0)

All patients were deemed ready for discharge within the same day of dosing

Abbreviation: TEAE = Treatment-emergent adverss event.




Conclusions

» In adult patients with PPD enrolled in this open-label trial, GHOO1 as an IDR was associated with
significant reduction in MADRS total score from baseline to Day 8

» Improvements were observed across BIMF domains of self-reported maternal functioning

» Mebufotenin and its metabolites (bufotenin and 5-MIAA) were rapidly eliminated from breastmilk

» GHO0O01 was generally well tolerated in patients with PPD

Abbreviations: 5-MIAA = 5-methaxyind ole-3-acetic acid; BIMF = Barkin Index of Maternal Functioning; IDR = Individualized dosing regimen; MADRS = Montgomer\m&sberg Depression Rating Scale; PPD = Postpartum depression.
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Background

» Anhedonia is a core symptom of MDD, characterized by a lack of enjoyment from and engagement in life’s experiences,
and a deficit in the ability to feel pleasure!

# In patients with MDD, anhedonia at baseline is often a predictor of TRD?

» Anhedonia is also associated with suicidality,>* poor quality of life,> and functional impairment®

# Improvement in anhedonia symptoms in patients with MDD has been correlated with improvements in physical,
psychological, and social functioning and quality of life%7

» Safety and efficacy of GHO01 were investigated in three patient populations:
= One Phase 2b trial in patients with TRD
= Two Phase 2a trials: one in patients with PPD and one in patients with BDIl and a current MDE (BDII + MDE)

# In each of the trials, GHOO1 has demonstrated a rapid onset of antidepressant effects and a favorable safety profile

This analysis examined the effect of treatment with GHO01 on anhedonia in patients with TRD, PPD, or

BDII + MDE in these three trials

Abbreviations: BDI= Bipolar Il disorder; MDD = Maior depressive disorder; M DE = Major depressive episode; PPD = Postpartum depression; TRD = Treatment-resistant depression.

1. American Psychiatric Association Disgnostic and Statistical Manual of Mental Disorders 5th ed American Psychiatric Association; 2013. 2. McintyreRS, et a. World Psychiatry. 2023;22(3):394-412. 3. Gillies ES, et al
Psychiatr Res. 2023;158:209-215. 4. Ballard ED, et al. J Affect Disord. 2017;218:195-200. 5. Wong 5 et al f Affect Disord. 2024;356:684-698. 6. Cao B, et al Front Psychiatry. 2019;10:17. 7. Mcintyre RS, et al. f Affect Disord.
2024;363:430-435.




Trial Schematics

Phase 2b TRD Trial

1-hourinterval Dose 3
Jesraren
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Blind Part
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R1:1
N=81 <
Placebo IDR
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® MADRS assessment

Key Eligibility Criteria

Adult patients with recurrent or single MDD episode with current
episode of €2 years, HAM-D-17 total score 220, and nonresponse to
=2 and <5 oral antidepressant treatments®

Phase 2a PPD Trial

1-hour interval

T Single-day IDR

GHOO01IDR

N=10

BL ZH D2

e o
a

D1 D2

® MADRS assessment

Key Eligibility Criteria

Women aged 18-45 years with MDD with peri-
partum onset and MADRS total score 228 at
baseline

Phase 2a BDIl + MDE Trial

t single-day IDR

GHOO01 IDR
N=6
BL 2H D2 D8
oo o ©
D1 D2 D8

® MADRS assessment

Key Eligibility Criteria

Adult patients with BDIIY and a current MDE,
MADRS total score 224, and YMRS total score <8 at
baseline

*In the TRD trial, during the OLE, patients attended visitsat Day 15, Month 1, 2, 3, 4, 5 & 6, and also attend ed assesment visits on Day 2 (telephone call) and Day 8 (in-person) after each re-treatment; MADRS asessnent was

performed at each vist. "MDD episode (per DSM-5 crit:

without psychoticfeatures, current MDE confir med by the MINI and validated based on the MGH-SAFER criteria interview; nonresponseto antidepressant treatments
ameszed using the MGH-ATRQ. “Per MINI diagnostic criteria. “Per DEM-5 diagnostic criteria

Abbreviations: BDII= Bipolar Il disorder; BL = Baseling; D= Day; DSM-5 = Diagnogtic and Statistical M anual of Mental Disorders Fifth Edition; H= Hour; HAM-D-17 = 17-item Hamilton Depression Rating Scale; IDR = Individualized
dosing regimen; M = Morth; MADRS = Mortgomen—Asberg Depression Ratng Scale; MDD = M gor depressive disorder; MDE = Major depresive episode; M GH-ATRQ = Masachuserts General Hospital— Antidepresssmt Trestment
Response Questionnaire; MGH-SAFER = Massachusetts General Hospital — Structur ed Assessment for Evaluation of Risk; MINI= Mini-inter national Neuropsychistric Interview; OLE = Open-label extension; PPD = Postpartum
depression; R =Randomization; TRD = Treatment-resistant depression; YMRS = Young Maniz Rating Scale.




Trial Schematics

*In the TRD trial, during the OLE, patients attended visitsat Day 15, Month 1, 2, 3, 4, 5 & 6, and also attend ed assesment visits on Day 2 (telephone call) and Day 8 (in-person) after each re-treatment; MADRS asessnent was

performed at each vist. "MDD episode (per DSM-5 crit: without psychoticfeatures, current MDE confir med by the MINI and validated based on the MGH-SAFER criteria interview; nonresponseto antidepressant treatments

Phase 2b TRD Trial

1-hour interval Deo:
R | ;
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6 mg GH:
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® MADRS assessment

Key Eligibility Criteria

Adult patients with recurrent or single MDD episode with current
episode of <2 years, HAM-D-17 total score 220, and nonresponse to
22 and =5 oral antidepressant treatments®

ameszed using the MGH-ATRQ. “Per MINI diagnostic criteria. “Per DEM-5 diagnostic criteria

Abbreviations: BDII= Bipolar Il disorder; BL = Baseling; D= Day; DSM-5 = Diagnogtic and Statistical M anual of Mental Disorders Fifth Edition; H= Hour; HAM-D-17 = 17-item Hamilton Depression Rating Scale; IDR = Individualized
dosing regimen; M = Morth; MADRS = Mortgomen—Asberg Depression Ratng Scale; MDD = M gor depressive disorder; MDE = Major depresive episode; M GH-ATRQ = Masachuserts General Hospital— Antidepresssmt Trestment
Response Questionnaire; MGH-SAFER = Massachusetts General Hospital — Structur ed Assessment for Evaluation of Risk; MINI= Mini-inter national Neuropsychistric Interview; OLE = Open-label extension; PPD = Postpartum

depression; R =Randomization; TRD = Treatment-resistant depression; YMRS = Young Maniz Rating Scale.




Trial Schematics

Phase 2a PPD Trial

1 Single-day IDR

i GHOO1IDR
N=10
BL 2H D2 D&
ee o ®
D1 D2 D8

® MADRS assessment

Key Eligibility Criteria

Women aged 18-45 years with MDD with peri-
partum onset® and MADRS total score 228 at
baseline

*In the TRD trial, during the OLE, patients attended visitsat Day 15, Month 1, 2, 3, 4, 5 & 6, and also attend ed assesment visits on Day 2 (telphone call) and Day 8 (in-person) after each re-treatment; MADRS asessnent was
performed at each vist. "MDD episode (per DSM-5 criteria) without psychotic features, current MDE confirmed by the MINI and validated based on the MGH-SAFER criteria interview; nonresponseto antidepressant treatments
ameszed using the MGH-ATRQ. “Per MINI diagnostic criteria. “Per DEM-5 diagnostic criteria

Abbreviations: BDII= Bipolar Il disorder; BL = Baseling; D= Day; DSM-5 = Diagnogtic and Statistical M anual of Mental Disorders Fifth Edition; H= Hour; HAM-D-17 = 17-item Hamilton Depression Rating Scale; IDR = Individualized
dosing regimen; M = Morth; MADRS = Mortgomen—Asberg Depression Ratng Scale; MDD = M gor depressive disorder; MDE = Major depresive episode; M GH-ATRQ = Masachuserts General Hospital— Antidepresssmt Trestment
Response Questionnaire; MGH-SAFER = Massachusetts General Hospital — Structur ed Assessment for Evaluation of Risk; MINI= Mini-inter national Neuropsychistric Interview; OLE = Open-label extension; PPD = Postpartum
depression; R =Randomization; TRD = Treatment-resistant depression; YMRS = Young Maniz Rating Scale.




Trial Schematics

Phase 2a BDII + MDE Trial

1-hour interval

1 Single-day IDR

GHOO01 IDR
N=6
BL 2H D2 D8
ee o @
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® MADRS assessment

Key Eligibility Criteria
Adult patients with BDIIY and a current MDE,
MADRS total score 224, and YMRS total score <8 at

baseline

*In the TRD trial, during the OLE, patients attended visitsat Day 15, Month 1, 2, 3, 4, 5 & 6, and also attend ed assesment visits on Day 2 (telephone call) and Day 8 (in-person) after each re-treatment; MADRS asessnent was
performed at each vist. "MDD episode (per DSM-5 criteria) without psychotic features, current MDE confirmed by the MINI and validated based on the MGH-SAFER criteria interview; nonresponseto antidepressant treatments

ameszed using the MGH-ATRQ. “Per MINI diagnostic criteria. “Per DEM-5 diagnostic criteria
Abbreviations: BDII= Bipolar Il disorder; BL = Baseling; D= Day; DSM-5 = Diagnogtic and Statistical M anual of Mental Disorders Fifth Edition; H= Hour; HAM-D-17 = 17-item Hamilton Depression Rating Scale; IDR = Individualized

dosing regimen; M = Morth; MADRS = Mortgomen—Asberg Depression Ratng Scale; MDD = M gor depressive disorder; MDE = Major depresive episode; M GH-ATRQ = Masachuserts General Hospital— Antidepresssmt Trestment
Response Questionnaire; MGH-SAFER = Massachusetts General Hospital — Structur ed Assessment for Evaluation of Risk; MINI= Mini-inter national Neuropsychistric Interview; OLE = Open-label extension; PPD = Postpartum

depression; R =Randomization; TRD = Treatment-resistant depression; YMRS = Young Maniz Rating Scale.




Anhedonia Assessment

MADRS 5-item anhedonia subscale

» The MADRS 5-item anhedonia subscale® includes the following MADRS items:

ltem 1 Item 2 Item 6 Item 7 Item 8
Apparent Reported Concentration Lassitude Inability
sadness sadness difficulties to feel

» Score range, 0-30; lower scores indicate less severe anhedonia

»# Clinically meaningful improvement in anhedonia has been reported as an MCIC of —4.6 to —5.5 points based
on a published analysis of patients with MDD?

Abbreviations: MADRS = Mormgomery-Asberg Depression Rating Scals; MCIC =M inimal cinically importart change; MDD =M gjor depressie disorder.
1.Cao B, et al Front Psychigiry. 201%;10:17. 2. Mcintyre R5. J Affect Disord. 2024;363:430-435.




Baseline Characteristics and Disposition

TRD Trial PPD Trial BDII + MDE Trial

N=81 N=10 N=6

Baseline Demographics

Age, years, mean (SD) 42.8(11.2) 31.6(5.2) 44,2 (9.3)
Sex, female, n (%) 46 (56.8) 10 (100) 4 (66.7)
Race, n (%)
White 81(100) 9 (90) 6 (100)
Black or African American 0 1(10) 0
BMI, mean (SD), kg/m? 26.2(5.5) 27.6(6.6) 24.8(5.0)
Baseline Disease Characteristics
MADRS total score, mean (SD) 28.6(5.0) 36.7 (4.8) 32.0(5.1)
Anhedonia subscale score, mean 175 20.8 19.2
CGI-S score, mean (SD) 49(0.7) 4.8(0.8) 5.0(0.89)
Number of MDEs, mean (SD) 2.1(1.3) 1.3(1.3) 14.0(12.4)
Duration of current MDE, weeks, mean (SD) 57.1(78.4) 30.9(12.9) 20.8(22.7)
Disposition
Completed trial, n (%) - 10 (100) 6 (100)
Double-blind part 81(100) - =
OLE part 63(77.8) - -

Abbreviztions: BDIl = Bipolar Il dsor der; BMI=Body mass indsx; CGHS = Clinical Global Impression-Severity; MADRS = Mortzomery-Asberg Depression Rating Scale; M DE = M gor depressive episode; OLE = Operrlabel
extension; PPD = Postpartum depression; 30 =>5tandard deviaion; TRD = Treatment-resisiant depression.




Patients with TRD Who Received Double-Blind Treatment with GH001 Had
Rapid and Clinically Meaningful® Improvements in MADRS Anhedonia Scores

MADRS Anhedonia Subscale Score MADRS Anhedonia Subscale Item Scores
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*Clinically meaningful improvement in anhedonia has been reported a an MCIC of —4.6 to —5.5 points based on an analysis of patients with MDD?

Abbreviations: BL = Baseling; D = Day; MADRE = Montgom Er\.'—isberg Depression Rating Scale; MCIC = Minimal clinically important change; M DD = Major depresive disorder; SD = Standard deviation; TRD = Treatment-
resistant depression

1. Mcintyre RS.f Affect Disord. 2024;363:430-435.




Among Patients Who Completed the TRD Study OLE (n=63), Clinically Meaningful®
Improvement in MADRS Anhedonia Score Was Maintained at Month 6

MADRS Anhedonia Subscale Item Scores

Apparent Reported Concentration Inability
sadness sadness difficulty Lassitude to feel

0.0 +

-1.0 4

-2.0 =

-3.0 A J
% ok ok k ool e

4.0 4 % %k &k

* % ok %
% % ok % W GHOO01 (n=63)

In OLE completers (n=63), mean (SD) change from
baseline in MADRS anhedonia subscale score
was —12.2 (4.9) at Month 6 (P<0.0001)

Month 6 in OLE Completers

Mean (SD) Change from Baseline at

-5.0 -
***%*p<0.0001 vs BL

*Clinically meaningful improvement in anhedonia has been reported & an MCIC of 4.6 to —5.5 points based on an analysis of patients with MDD?

Abbreviations: BL = Baseline; MADRS = Montgom erv—ﬁ.sberg Depression Rating Scale; MCIC = Minimal clinically mportant change; MDD = Major depressive disorder; OLE =Operrlzbel extension; S0 = Standard devistion; TRD=
Treatment-resisant depression.

1. Mcintyre RS.f Affect Disord. 2024;363:430-435.




In Patients with PPD, Clinically Meaningful® Improvement in MADRS Anhedonia
Score was Observed at Each Assessment

MADRS Anhedonia Subscale Score MADRS Anhedonia Subscale Item Scores
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*Clinically meaningful improvement in anhedonia has been reported & an MCIC of —4.6 to -5.5 points based on an analyss of patients with MDD?
Abbreviations: BL = Baseling; D = Day; MADRS = Mortgomery—Asberg Depression Ratng Scals; MCIC = Minimal clinicaly mportart change; MDD =M gor depresswe disorder; PPD = Postpartum depression; 50 = Standard deviation.
1. Mcintyre RS.f Affect Disord. 2024;363:430-435.




Patients with BDIlI + MDE had Clinically Meaningful® Improvement in MADRS
Anhedonia Score at Day 8 Post-Dose

MADRS Anhedonia Subscale Score MADRS Anhedonia Subscale Item Scores
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---------- MCIC for MADRS anhedonia subscale

*Clinically meaningful improvement in anhedonia has been reported & an MCIC of —4.6 to —5.5 points based on an analysis of patients with MDD?

Abbreviations: BDI= Bipolar Il disorder; BL = Baseling; D= Day; MADRS = Mormgomerv—i\sberg Depression Rating Scale; MCIC = Minimal clinically important change; MDD = Major depressive disorder; MDE = Major depresive
episode; 50 = Standard deviation.

1. Mcintyre RS.f Affect Disord. 2024;363:430-435.




GHO001 was Well Tolerated in Patients with TRD, PPD, or BDIlI + MDE

» No treatment-related serious TEAEs were reported across the TRD, PPD and BDIl + MDE trials®

# In all three trials, TEAEs were mostly mild or moderate in severity

» The most common TEAE in patients treated with GHO01 was nausea in the double-blind (17/40 [42.5%)]) and
OLE (37/81 [45.7%]) parts of the TRD trial; headache was the most common TEAE in the PPD (5/10 [50.0%])
and BDII + MDE (3/6 [50.0%]) trials; no TEAEs of of flashbacks were observed

» No TEAEs of suicidal intent or suicidal behavior occurred in any of the trials

# Inthe TRD trial, the median duration of psychoactive effects after GHO01 administration was 11 minutes and
patients were deemed discharge-ready by 1-hour post-dose at 99% of visits

TTEAEswere observed in 29/40 (72.5%) patients who receiwed GHOO1 in thedouble-blind part of the TRD trial and 72/81 (88.9%) patients in the OLE, 8/10 (80.0%) in the PPD trial, and 5/6 (83.3%) in the BDII + M DE trial.
Abbreviations: BDII= Bipolar Il disorder; MDE = Major depressive episode; OLE = Operrlabel extension; PPD = Postpartum depression; TEAE = Treatment-emergent adverse event; TRD = Treatment-resistant depression.




Conclusion

» The presented trials investigating GHOO1 for the treatment of TRD, PPD, and BDII + MDE
demonstrated rapid reductions in MADRS anhedonia subscale scores

» Improvements in anhedonia subscale scores were clinically meaningful across each of the
depressive disorders at Day 8 and were maintained at Month 6 in the OLE of the TRD trial

» Mean reductions were observed in scores for all five items included in the anhedonia subscale

» GHO001 was generally well tolerated in patients with TRD, PPD, or BDII + MDE

» These findings suggest that GHOO1 improves patients’ ability to feel pleasure and engage in
activities and may improve overall functioning

Abbreviztions: BOI = Bipolar 1| disorder, MADRS = Mormgomen—Asberg Depression Rating Scale; MOE = Major depressve episode; OLE = Open-label sxtension; PPD = Postpartum depression; TRD = Treatment
resistant depression.
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