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Exhibit 99.1

Suicidal Ideation and Behavior in Patients with
Treatment-Resistant Depression Treated with GH001

Sanjay J. Mathew**, Bernhard T. Baune*, Narcis Cardoner’, Wieslaw J. Cubata®, Kelly Doolin’, Rosa Maria Duefias Herrero?, David Gregory’, Lubos Jan{, John R. Kelly!®*, Rachael Maclssac’, Shane J. Mclnerney®=,
Alexander Nawka?, Tom32 Pileniéek®, Victor Pérez Sola!***, Andreas Reif®?, Claire Sweeney’, Madhukar H. Trivedi?, Velichka Valcheva’, Eduard Vieta®®®, Michael E. Thase?**
*Presenting author: Sanjay J. Mathew, Department of Psychiatry and Behavioral Sciences, Texas A&M University Naresh K. Vashisht College of Medicine, Bryan, TX, USA
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Results Figure 3. Double-Blind Part: MADRS Suicidality Item 10 Responses at Baseline and Day 8

Background

depression (TRD) is a debil condition that has been defined as a failure to respond
to 22 adequate treatments for major depressive disorder (MDD)*

- Eighty-one patients were randomized (GHOO1 IDR, 40 and placebo IDR, 41) in the double-blind part, and all
transitioned directly into the OLE
- Rates of historic and current suicidal ideation )

and Clinical CI

GHOO1 [n=40)

Placebo [n=41)

- Rates of suicidal ideation in patients with TRD are higher than in patients with treatment-responsive MDD

(15% ws 6% of patients, respectively)*

Table 1. Baseline

;
< N T N N

= TRD is also associated with higher rates of attempted suicide, all-cause mortality, and deaths by st

2
£l
- There is a significant unmet need for safe and effective therapies for TRD that do not exacerbate . g
suicidal intent Patient Demographi 2 E 0
“ Ina Phase 2b trial, GHOD1, a synthetic form of mebufotenin (5-Me0-DMT) for pulmonary inhalation, was well Age, years, mean (SD) 416(11.4) 43.9(10.9) § 50
tolerated and resulted in rapid and significant improvements in depressive symptoms in patients with TRD sex, female, n (%) 24(60.0) 22(53.7) 3 § @
Race, White, n (%) 40 (100) 41(100) 3 0
Actively employed, n (%) 33(825) 29(70.7) 20
Objective Disease Characteristics 0
= We describe the safety effects of GHOO1 on suicidal ideation and behavior in patients with TRD enrolled in HAM-D-17 total score, mean (SD) 249(26) 246(23) o
the Phase 2b trial T ) i Baseline Days Baseline Daya
CGIS, mean (SD) 48(07) 5.0(06) e e T g e i k.
Methods Suicidality = In the 6-month OLE, the numbers of patients reporting suicidal ideation according to the C-S3RS at all
- . . Non-suicidal setfinjurious behavior timepoints assessed during the trial were lower than before the first GHOO1 treatment period; C-SSRS items
« This trial (NCT0S800860) included a 7-day, randomized, double-blind part and a 6-manth open-label endorsed during each active treatment perfod are:shown in Fire @
extension (OLE; Figure 1) Lifetime, n (%) 1(25) o
= In the double-blind part, patients were randomized 1:1 to receive an individualized dosing regimen (IDR) Past 12 months, n (%) 0 o Kipine’a: Rioportion ot Eatlents REprciag Siilodaliisation; Dy ERSRS) e ijEac 61001
of up to three escalating doses of GH001 (6, 12, and 18 mg) or placebo IDR on a single day with a 1-hour S " " Treatment Period in the Double-Blind Part and the OLE
interval between doses .
~ Inthe OLE, patients received up to five GHOO1 IDR re-treatments over 6 months as needed, depending on Shicialwlcabod miTEMt NG 100, = S eation @3
the patient’s clinical response and tolerability of previous IDRs Lifetime, n (%) 15(37.5) 23(56.1) & s eaton 2
+ Trial eligibility criteria excluded patients with suicidal ideation with intent (with items 4 or 5 on the Columbia- Past 12 months, n (%) 10(25.0) 18(43.9) 4 B D,
Suicide Severity Rating Scale [C-5SRS] endorsed) within the past year, during the screening period, or at T o i) T
baseline; those with suicidal behaviors or non-suicidal self-injury in the past year; and those with a - 23
assessment of significant suicide risk Suididal ideation with intent* 2fw
= suicidal behavior and suicidal ideation were assessed using the C-SSRS at screening; during each treatment Past 12 months, n (%) 0 o { 2 5
period at pre-dose, discharge, Day 2, and Day 8; and at all OLE scheduled visits (Day 15 and monthly up to Baseline, n (%) o 0 H g
Month 6/end of treatment) sy o SE AR
Suicidal behavior* 5
~ The C-5Rs "baseline/screening” version was used at screening, and the “since last visit” version was used ]
at all subsequent visits. Past 12 months, n (%) o o 0
14 En}
~ suicidal ideation was defined as “yes” responses to items 1-5 (with items 4 and 5 indicating suicidal Baseline, n (%) ) o 10 L 25 17
ideation with intent), and suicidal behavior was defined as “yes” responses to items 6-10 - - ; ad | ¢ | fr—" [ B :- |
= Montgomery-Asberg Depression Rating Scale (MADRS) item 10 (suicidal thoughts) was used to provide g bttt Gt Predose Day 8 Predose Day8 Predose Day Predose Day 8 Predose Day8
further quantification of suicidal ideation, which was indicated by scores 22 on a scale from : — i i 2 Activa 0L Actben T8 Aaiaia Acatva TR Actng
- Treatment-emergent adverse events (TEAEs) were assessed at each visit e e e z -

* In the GHOO1 group, suicidal ideation was reported by seven patients at baseline and four at Day 8 (Figure 2)

- Results were analyzed descriptively

Figure 1. Clinical Trial Schematic

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

Open-Label Extension (Ol

—No d ideation between baseline and Day 8
= In the placebo group, five patients ideation both at baseline and at Day 8,
suicidal ideation at baseline but not Day 8, and twa patients without baseline suicidal ideation reported
itat Day 8
- No suicidal behaviors were reported in GHOO1- or placebo-treated patients at baseline or an any scheduled
€-55RS assessments in the double-blind part

Figure 2. Double-Blind Part: Proportion of Patients with and without Suicidal Ideation® at
Baseline and Day 8 by C-SSRS Item

e
e pactdoce s (v
Baireators CSSS. =

- During the OLE, the proportions of patients reporting a score of zera on MADRS item 10 at all timepoints
during GHOOL treatment were greater than that at baseline of the double-blind part (Figure 5
- The median (range) change from baseline to Month & in MADRS score for item 10 was 0.0 (-3 to 2; n=74)

Figure 5. MADRS Suicidality Item 10 Responses at Baseline and by Month in the OLE

Month 6/ET

to five GHOO1 IDRs"), the patient GHOO1 (n=40) Placebo {n=41)
L placeborom must have met one of the following criteria: 3
i MADRS score >18 §
i MADR F
not observed at Day 8 of the prior treatment or g
at any visit since. § % L3
w H
MADRS score >10and <18 and MADRS score >18 H ¥
observed since the most recent abservation of iﬁ
MADRS score £10 H
g H
L]
F¥ Baseline  Day25{Month1 Month2 Month 5
Primary Endpaint i
02 aMADES 3 Hgres seresmae
. o . . ¥ it o
assessment
[ | !
| — T 1 - No TEAEs of suicidal intent or suicidal behavior occurred throughout the 6-month duration of the trial
Day1 oayz oaye During the OLE, patients atended visits at Day 15, Month & i " i -
phabisi g dpedine b ATEAE of suicidal ideation occurred in one patient; the event lasted 6 hours before resolving spontaneously
‘could be scheduled if required for medical reasons - This TEAE was not accompanied by any changes in C-SSRS scare beyond the duration for which the
thoughts occurred, and the patient did not report any further TEAEs of suicidal ideation during the trial
“This trial was conducted under the supervision of qualified healthcare professionals, . . . . |
providing psychological support per standard of care, bu ut any planned = R el e Conclusions
psychotherapeutic intervention before, during, or after dosing * In this double-blind, placebo-controlled trial with a 6-month OLE in patients with TRD who were not at
- Baseline MADRS item 10 (suicidal thoughts) scores were similar between the two trestment groups, and acute risk of suicide at baseline, GHOD1 was not associated with treatment-emergent events of suicidal
aticrits vwhio received GHOOT did ot repast worsening G symptoms on Duy 8 of the double-blind partas ideation with intent or suicidal behavior, or with any increased suicidal ideation as measured by the C-SSRS
. i . 1 s tem 10 (Figure 3) immediately following treatment or over time for up to 6 months
- ey
e i oty i ~ The median (range) change from baseline to Day 8 in MADRS score for item 10 was 0.0 (-2 to 1) for + These results support that GHO01 was generally well tolerated and was associated with significant reductions
Streviators: Bl i patients who received GHOO1 and 0.0 (1 to 2) for patients who received placebo in depressive symptoms without increasing risk of suicide
. e — - = o ayncase e < e iy : 3 i
e e o G i b e ar 5 - s - oo e , - -
iy = - " . e o 1 Sree 37 5357, e 23 e e, T, 17 S, A8 e B AR 1 VT, O, s AT
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Exhibit 99.2

Rapid Antidepressant Effects of Inhaled GH001 in Treatment-Resistant
Depression: Results from a Phase 2b, Double-Blind, Randomized,
Controlled Trial with 6-Month Follow-Up

Lisa Harding2*, Bernhard T. Baune®*%, Brian Brennan®, Narcis Cardoner”, Rosa Marla Duefias Herrero®, David Gregory®, Lubo% Jan&®, John R. Kelly*®*, Shane I. Mclnerney®*%, Alexander Nawka, Toma P4leniek®,
Victor Pérez Sola*®*%, Andreas Reif®®2, Fiona Ryan®, Claire Sweeney®, Michael E. Thase®*, Madhukar H. Trivedi®, Velichka Valcheva®, Eduard Vieta'*=, Wiesfaw J. Cubala®
*Presenting author: Lisa Harding, Mood Institute, Milton, CT, USA, and Department of Psychiatry, Yale School of Medicine, New Haven, CT, USA
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Background
depression (TRD) of the most pressing challenges in psychiatry, affecting - GHODL led to a least squares mean MADRS total score reduction from baseline to Day 8 of ~15.5 compared - During the double-blind part, 57.5% of patients who received GHOO1 were in remission at Day &; of the
" approximately 30% of patients ireated for major depressive disorder (MDD with placebo in the double-blind part (Figure 2) 63 patients who completed the OLE, 46 {73.0%) were in remission at 6 months (Figure 5A)
- Current therapies for TRD are limited,?and there is a large unmet need for treatments that are well tolerated Figure 2. Primary Endpoint: Mean Change in MADRS Total Score from Baseline to Day 8° in the = Patients who completed the OLE received a mean of four treatments across the 6 months (double-blind
and offer rapid reductions in depressive symptoms and lng-term remission e A paak part and the OLE), with 63.5% (40/63) requiring one to four treatments during the 6 months
+ GHOO1, a synthetic form of mebufotenin for pulmonary inhalation, has been well tolerated in early-stage ~ Among patients who completed the OLE who were in remission on Day & after their first active treatment,
trials,** and shows potential to induce rapid remission of depressive symptoms in patients with TRD* B e 80% were in remission at 6 months (Figure 5B)
bi . e W Figure 5. Remission Rate at Day 8 and 6 Months [A) and Remission Rate at 6 Months in OLE
Objective ok sl [ 15 Completers by Initial Remission Status (B)
- This analysis presents the efficacy and safety data for GHOO1 from a Phase 2b double-blind, placebo- £3 I
controlled trial in which patients with TRD received up to five re-treatments of GHOO1 as an individualized FX | A B
dosing regimen (1DR) gk 7| 100 100
28 | so%
Methods 82 - | - " % OF patients who had
B e ¥ i ¥ @ ramizsion on Day 3
= This two-part, Phase 2b trial (NCTO5800860) enrolled patients with TRD (Figure 1): 3 — e e ] ki after their first GHOO1
~ Part 1 was a 7-day, double-blind, placebo-controlled part in which patients were randomised 11 to a8 0 - : £ E e D
receive an IDR of up to three escalating doses of GHOO1 (6, 12, and 18 mg) o placebo IDR on a single day; ] 1 em lerncats b 1 :(Kﬂ} 00 r e
there was a 1-hour interval between doses s R H 2
~ Part 2 was 2 6-month open-label extension (OLE) where up to five GHOO1 DR re-treatments were o2 iz e H K 43.5%
administered, depending on the patient’s clinical response (re-treatment criteria described in Figure 1) s @ 5 4@ Z
- Patients were required to meet the trial criteria for TRD as assessed by a trial psychiatrist " i S—— ¥ 7 /
~ Recurrent or single major depressive episode without psychotic features, with current episode of S2years v 5 13 /
and nonrespanse to 22 and <5 oral antidepressant treatments 8 ® 5 /
— Current major depressive episode based upon the Massachusetts General Hospital - Structured * GHOOL treatment was associated with a 60% response rate and a 57.5% remission rateat Day 8 vs 0% with /
Assessment for Evaluation of Risk (MGH-SAFER) criteria interview placebo in the double-blind part (Figure 3) . o
- 17 -D- - a lonth &° Initial nitial
i il i e L Sy R Figure 3. Percentage of Patients with Remission or Response Through Day 8 After Administration BryB.  Merkh L R
+ The primary endpoint of this trial was mean change in 8 Depression i .
of GHOO1 IDR or Placebo IDR in the Double-Blind Part n=20 2:
total score from baseline to Day 8, as assessed by a blinded rater
- Treatment-emergent adverse events (TEAES) wers assessed throughout the trial s e e Cmortn Ot p 18 i - .
100 - e i e T o] 2
Figure 1. Clinical Trial Design .
i e o « During the OLE, TEAEs were observed in 72/81 patients (88.9%) and were mostly mild or moderate (Table 2);
‘GO0 IDR* ER s A one non-treatment-related serious TEAE (migraine) was reported
H 70.0%
O Al patients drctly ranstoned from H o + No TEAEs of suicidal intent or suicidal behavior occurred
T DoublcBiadpart de doutle el pantohe ol iz © = - The median duration of psychoactive effects after GH001 administration was 11 minutes
1 Part 1 G, et gnge,-gv;; V(0L Park 2] W £f = — + Patients were deemed discharge ready by 1 hour post-dose at 99% of visits
neat ofthetlowing crarz: §E | BPhcoh)
sansemison J [ e i *F<0.0001 Table 2. Overall summary of Adverse Events in the OLE
~ ke e e L1 GHOO1(N-81)
L 2 Summary of Adverse Events
recen bsrvation of MADRS scors 10 10|
¥ 2.4% a5% i Qo Any TEAE*
Primary Endipoint. : -
o “emans o Maximum severity of TEAES 72(889)
. . . Response  Remission Response | Remission Response | Remission P 28(34.6)
h ' 2Hours Day2 Daye i 2619
T P ring e L, paserts arended via ot Doy 33 g Moderate o
" d Moes 2534 54 5. bon o st s MO Response: 2508 reduction from baseline in MADRS total score | Remission: MADRS total score €10 @5
rired for medical Severe
s condlucted under the supervisin of qualifid healthcare profession 3 : 3 Treatment-related TEAES 65(80.2)
standard of care, but without any planned psychotherapeutic SCGUSTEA: s
: § . o . - The reduction in MADRS total score with GHOO1 observed in the double-blind part was notably reproduced rastmarit et vesiate: TEAkS o
5 #i : EFcacy in the placebo group with their first active GH001 treatment in the OLE (Figure 4) TEAEs leading to discontinuation 112
et o — . Figure 4. MADRS Total Scores with First GHOO1 in the Double-Blind Part and the OLE AESl 30(37.0)
Death o
Double-Blind
TEAEs Occurring in >55% of Parients* Qverall Treatment related
Results s Pationts who recelved GHOO1 (n=a0) = 2 i Tene
usea X
- Eighty-one patients were randomized (GH001 IDR, 40 and placeba IDR, 41) in the double-blind part, and all - s B :38 3: = :ea 3;
transitioned directly into the OLE (Table 1) g il e &
&g Salivary fypersecretion 24285 26206
Table 1. Baseline Characteristics and Patient Disposition 3 T 15019.8) 11(136)
] NI s 13160) 13(16.0)
Patient Demographics H s
Age, years, mean (D) 428(112) ; 15 Feeling cold 12{148) 11(13.6)
Sex female, n (%) 46156.8) g - e P PR TN —8 Paresthesia oral 10(123) 10(12.3)
Race, White, n (%) 81(100) Lo i —— Upper respiratory tract infection 10i123) 0
:Ml,rkg/‘rn’, M:in leslvm sl esmel, a5 1:.(2]?1-51] H F Anxiety 9(111) 9(111)
reviously used any psychedelic (ifetime), n s
Baseline Disease Characteristics B . Hepreston a153) 0
HAM-D-17 total score, mean (D) 248(25) A oH Day2 Days Abdominal pain 7(8.8) 418.9)
MADRS total score, mean (SD) 2856(50) Abdominal discomfort 6(7.4) 4i83)
MDE History ot Baseline
Numnerr:i MDEs Open-Label Extension Afectiatiny] 6i7.4) §17.4)
M D) ) S First treatment of placebo group with GHOO1 (n=41) Dysgeusia 5(62) 5162)
23 MDES, n (%) 27133.3) i Abdominal pain upper 56.2) 1(29)
Time since first depressive episode, years, mean (SD) 11.7(9.0) -1 Fangue s(6.2) 5162)
Duration of current MDE, weeks, mean (SD) 57.1(78.4) % Nasopharyngitis 5(6.2) o
ompleted the double-blind part 2 5
Received GHOOL n the double-blind pare a0(a0.4) 5 HypE o ak52) 7
Received placebo in the double-blind part 41(506) z ol .
Completed the OLE 63(77.8) 4
Reasons for Discontinuation During the OLE, n (%) 18(222) % H
Started additional antidepressant 7(389) g conCIUSIons
Witndrawal of consent 6(33.3) * The primary endpoint was met: GH001 administered as an IDR led to significant MADRS reduction from
Protocol deviation 2(111) o — - . baseline to Day 8 (~15.5 vs placebo)
Other 20111 BL 2H Day2 Day3 * GHOD1 can maintain long-term remission in TRD, with 73.0% of patients who completed the OLE in remission
Adverse event 1156) i
=17t Hama
e - sa— o « GHOD1 was well tolerated during the 6-month OLE, and no treatment-related serious adverse events occurred
N on e e s S e
3. Ruckowen 1, 0o Front P 0 i, The sy woudd Susmvaninir . Compas, 6
e i vt Py - e [ty i bose
Guliard P e e "~ hcachs, -
St periitinn 1 iy pets ot e e : : e : e

et girebar oo, paet = -
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Exhibit 99.3

Results of a Phase 2a Clinical Trial of Inhaled Mebufotenin (GH001) in
Patients with Bipolar Il Disorder and a Current Major Depressive Episode

Andreas Reif!?, Michael Bauer?, Max de Leeuw?, Fabian Devlin®, Katerina Kriger®, Padraig O’Grady®, Philipp Ritter>?,
Claus Bo Svendsen®, Michael E. Thase®®, Velichka Valcheva®, Bernhard T. Baune!®11,12

Py, University Hospital Frankfurt — Goethe University, Frankfurt am Main, Germany; 2Fraunhofer Institute for Translational Medicine and Pharmacology ITMP, Theodor-Stern-Kai 7, 60596,

Frankfurt am Main, Germany; *Department of Psychiatry and Psychotherapy, Faculty of Medicine, University Hospital Carl Gustav Carus, Dresden, Germany; *Department of Psychiatry, Leiden University Medical Center, Leiden, The Netherlands; *Mental
Health Research for Innovation Centre, Mersey Care NHS Foundation Trust, United Kingdom; $GH Research, Dublin, ireland; 7Institute of Psychiatry, Psychology and Neuroscience, King’s College London, United Kingdom; 2Department of Psychiatry, University
of Pennsylvania, Philadelphia, PA, USA; *Corporal Michael J. Crescenz Veterans Affairs Medical Center, Philacelphia, PA, USA; “°Department of Psychiatry, University of Miinster, Miinster, Germany; Department of Psychiatry, University of Melbourne,
Melbourne, VIC, Australia; **The Florey Institute of Neuroscience and Mental Heslth, Parkville, VIC, Australi

Background

* Bipolar Il disorder (BDII) is a chronic psychiatric disorder characterized by alternating episodes of hypomania and major depressive
episodes (MDE), imposing high burdens of illness on individuals!

The estimated lifetime prevalence rate of BDIl is between 0.4 and 5%23

* Current treatments for depressive symptoms in patients with BDII remain limited, offering insufficient efficacy and tolerability
highlighting the need for new therapeutic approaches*

Mebufotenin (5-MeO-DMT) is a rapid acting psychoactive molecule that acts as a non-selective serotonin agonist with highest
affinity for the 5-HTj, receptar subtype®

GHO01, a synthetic form of mebufotenin for pulmonary inhalation, has been well tolerated in early-stage trials and has shown
potential to induce rapid remission of depressive symptoms in patients with treatment-resistant depression (TRD}&7

The trial presented here is the first in which mebufotenin was administered to patients diagnosed with BDIl and a current MDE

Objective

* To investigate the safety and antidepressant effects of GHO01 in adult patients with BDII and a current MDE

Methods

* This Phase 2a, proof-of-concept, open-label trial (NCT05839509) enrolled patients aged 18-64 years who met Diagnostic and
Statistical Manual of Mental Disorders, 5th Edition (DSM-5) diagnostic criteria for BDIl with a current MDE

* Patients were required to have a Montgomery—Asberg Depression Rating Scale (MADRS) total score of 224 and a Young Mania
Rating Scale (YMRS) total score of <8 at baseline and prior to dosing on Day 1

* Patients were not permitted to receive any antidepressant medications within 7 days or 5 half-lives, whichever was longer, prior

to dosing. Lithium use within 6 months prior te dosing was not permitted, if applicable

Patients were administered an individualized dosing regimen (IDR) of up to three escalating doses of GHO01 (6, 12, and 18 mg)

with a 1-hour interval between doses on a single day (Figure 1)

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

* The primary endpoint was change in MADRS total score from baseline to Day 8

Secondary endpoints included response (250% reduction from baseline in MADRS total score), remission (MADRS total score

£10), Clinical Global Impression-Severity (CGI-5) scale, Bipolar Depression Rating Scale {BDRS), and safety and tolerability

Figure 1. Clinical Trial Design

Patients with BDII Single Day IDR

and a current MDE

1-hour interval

1-hour interval Dase 2%
12 mg GHOO1
N=6 H Dose 1
6 Mg GHOO1

DLUE
18 mg GHOOL

Day-60t0-2 Day-1 Day1 Day 2 Day 8
Screening Pretest  GHOOL  Follow-up End.of.tral
day  Administration MADRS
MADRS Safety Safety
Safety

*A second or third dose was administered if the previous dose was wall tolerated according To the tial physician’s judgement (based on vital signs and adverse evants) and if the
id not achieve an intense psychoactive effect (peak experience; defined as a mean score of 275 On the Peak Experience Scale) following the previous dase.
iztions: BDII = Sipolar Il disorder; IDR = Individualized dosing regimen; MADRS = Montgomery-Asberg Depression Rating Scale; MDE = Major depressive episode.

Results

Disposition and Demographics

* A total of six patients with BDII and a current MDE were enrolled in this trial. Patient disposition and demographics are presented
in Table 1

Table 1. Patient Disposition and Baseline Characteristics

e ancoracsory e ~ A, Boshringer Ingeihim, Cyderan, Compazs, GH Rescarch
LLE G M . 2

Efficacy
* The primary endpoint was achieved, with a significant reduction from baseline to Day 8 in mean (standard deviation [SD]) MADRS
total score of -16.8 (12.2) (P=0.0099; Figure 2)
* Significant reductions in mean (SD) MADRS total score were also observed at 2-hours post-dose (163 [6.0]) and
Day 2 (~13.3 [13.5]; Figure 2)
* One-third (33.3%) of patients responded and were in remission on Day 8
* The rapid reduction in the severity of depressive symptoms as assessed by the MADRS, were mirrored in the CGI-S and the BDRS
* Amean (SD) reduction of —2.5 (1.5) on the CGI-S and —14.5 (11.2) on the BDRS were observed fram baseline to Day 8 (Figure 3)
Figure 2. Mean Change in MADRS Total Score From Baseline Figure 3. Mean Change in BDRS Total Score From Baseline in
in Patients With BDIl and a Current MDE Patients With BDII and a Current MDE

o 5
a -
i |
L i
£ e
g . £
: : -
S o | ¢
S . 3 (13 5
2 P<0.0209 =
5o 8 =
£ g
i 2
: g

18|/ mours post dase 0
163 6.0) o

Abbreviations: BOIl = Bipolar Il disorder; BL = Baseline; BDRS = Bipolar Depression
Rating Scale; MDE = Mzjor depressive episoce; SD = Standard deviation.

Abbreviations: BDII = Bipolar I disorder; MADRS = Montgomery-Asberg Depression
Rating Scale; MDE = Major depressiv pisods; SO = Standard deviation

Safety

* Treatment-emergent adverse events (TEAEs) were observed in 5/6 patients (83.3%) and were mostly mild in severity (87.5%) with

two moderate and one severe events

Headache (50%), nausea (33.3%) and anxiety (33.3%) were the most frequently reported TEAEs; all other TEAEs occurred in a

single patient each

* One severe event of anxiety was reported which subsided within 24 hours; no TEAEs of flashbacks were reported

There were no treatment-emergent serious adverse events (SAEs), and no patient withdrew from the trial

* There were no clinically significant changes in spirometry after inhalation of GH001

* There was a clinically significant reduction in mean (SD) Brief Psychiatric Rating Scale from baseline to Day 8 (-15.7 [12.0]). There
was no clinically relevant worsening of other clinician-rated assessments (based on the Clinical Assessment of Discharge
Readiness, Columbia-Suicide Severity Rating Scale, and Modified Observer’s Assessment of Alertness and Sedation scales) and all
patients were deemed ready for discharge within the same day of dosing

* Following dosing with GHOO1, YMRS scores remained low and stable, decreasing from 2.2 at baseline to 1.0 by
Day 8 (~1.2 [SD=1.5]), indicating no emergence of manic symptoms

* The safety profile observed in this trial was consistent with other completed trials investigating GH0O1 in TRD and postpartum
depression

nts with BDII and a Current MDE

Table 2. Summary of Safety in Pa

Event # n (%)
Any TEAE 18 5(833)
Mild 15 5(83.3)
Moderate 2 2(33.3)
Severe 1 1(16.7)
Treatment-related TEAES 18 5(83.3)
Treatment-emergent SAE i) a
TEAEs by Preferred Term
Headache 4 3(50.0)
Nausea 6 2(33.3)
Anxiety 2 2(333)
Paresthesia #: 1(16.7)
Agitation 1 1(16.7)
Hypoaesthesia oral 1 1(16.7)
Neck pain 1 1(16.7)
Fatigue 1 1(16.7)
Cough 1 1(16.7)
Abbreviations 1= Bpolar type I MDE = Mo depressve <piode; SAE = Sriaus dvrse event, TEAE = gemt acerse event.
Conclusions

* In this trial evaluating the safety and antidepressant effects of GHOO1 in patients with BDII and a current MDE, the primary
endpoint was met: a significant reduction from baseline in MADRS total score was observed on Day 8

* Significant reductions in MADRS total scores were also observed at 2-hours post-dose, supporting the rapid onset of antidepressant
effects of GHOO1

* GHOO1 administered via inhalation demonstrated a favorable safety profile and was well tolerated in patients with BDIl and a
current MDE; no treatment-related SAEs were reported
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N=6
Completed trial, n 6 (100)
Discentinued, n (%) 0
Number of previous MDE, mean (SD) 14.0 (12.4)
Duration of current MDE (weeks), mean (SD) 208 (22.7)
MADRS total score at baseline, mean (SD) 32.0(5.1)
Demographics
Female, n (%) 4(66.7)
Age (years), mean (SD) 44.2(9.3)
Height (cm), mean (3D) 174.7(10.1)
Weight (kg), me=n (3D) 76.1 (18.6)
BMI (kg/m#), mean (SD) 24.8(5.0)
Race, White, n (%) 6 (100)
Abbrevistions: BMI = Body mass index; MADRS = Asberg Depression Rati =Maior 5D = Standard deviation
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