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Background
•	 Treatment-resistant depression (TRD) remains one of the most pressing challenges in psychiatry, affecting 

approximately 30% of patients treated for major depressive disorder (MDD)1

•	 Current therapies for TRD are limited,2 and there is a large unmet need for treatments that are well tolerated 
and offer rapid reductions in depressive symptoms and long-term remission

•	 GH001, a synthetic form of mebufotenin for pulmonary inhalation, has been well tolerated in early-stage 
trials,3,4 and shows potential to induce rapid remission of depressive symptoms in patients with TRD4

Objective
•	 This analysis presents the 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 GH001 as an individualized 
dosing regimen (IDR)

Methods
•	 This two-part, Phase 2b trial (NCT05800860) enrolled patients with TRD (Figure 1):

	– Part 1 was a 7-day, double-blind, placebo-controlled part in which patients were randomised 1:1 to 
receive an IDR of up to three escalating doses of GH001 (6, 12, and 18 mg) or placebo IDR on a single day; 
there was a 1-hour interval between doses

	– Part 2 was a 6-month open-label extension (OLE) where up to five GH001 IDR re-treatments were 
administered, depending on the patient’s clinical response (re-treatment criteria described in Figure 1) 

•	 Patients were required to meet the trial criteria for TRD as assessed by a trial psychiatrist:
	– Recurrent or single major depressive episode without psychotic features, with current episode of ≤2 years 
and nonresponse to ≥2 and ≤5 oral antidepressant treatments

	– Current major depressive episode based upon the Massachusetts General Hospital – Structured 
Assessment for Evaluation of Risk (MGH-SAFER) criteria interview

	– 17-Item Hamilton Depression Rating Scale (HAM-D-17) total score ≥20
•	 The primary endpoint of this trial was mean change in Montgomery-Åsberg Depression Rating Scale (MADRS) 

total score from baseline to Day 8, as assessed by a blinded rater
•	 Treatment-emergent adverse events (TEAEs) were assessed throughout the trial

Figure 1. Clinical Trial Design
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Results
•	 Eighty-one patients were randomized (GH001 IDR, 40 and placebo IDR, 41) in the double-blind part, and all 

transitioned directly into the OLE (Table 1)

Table 1. Baseline Characteristics and Patient Disposition
GH001 (N=81)

Patient Demographics
Age, years, mean (SD) 42.8 (11.2)
Sex, female, n (%) 46 (56.8)
Race, White, n (%) 81 (100)
BMI, kg/m2, 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
Number of MDEs

Mean (SD) 2.1 (1.3)
≥3 MDEs, n (%) 27 (33.3)

Time since first depressive episode, years, mean (SD) 11.7 (9.0)
Duration of current MDE, weeks, mean (SD) 57.1 (78.4)

Patient Disposition, n (%)
Completed the double-blind part 81 (100)

Received GH001 in the double-blind part 40 (49.4)
Received placebo in the double-blind part 41 (50.6)

Completed the OLE 63 (77.8)
Reasons for Discontinuation During the OLE, n (%) 18 (22.2)

Started additional antidepressant 7 (38.9)
Withdrawal of consent 6 (33.3)
Protocol deviation 2 (11.1)
Other 2 (11.1)
Adverse event 1 (5.6)

Abbreviations: BMI = Body mass index; HAM-D-17 = 17-item Hamilton Depression Rating Scale; MADRS = Montgomery-Åsberg Depression Rating Scale;  
MDE = Major depressive episode; OLE = Open-label extension; SD = Standard deviation.

•	 GH001 led to a least squares mean MADRS total score reduction from baseline to Day 8 of −15.5 compared 
with placebo in the double-blind part (Figure 2)

Figure 2. Primary Endpoint: Mean Change in MADRS Total Score from Baseline to Day 8a in the 
Double-Blind Part
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•	 GH001 treatment was associated with a 60% response rate and a 57.5% remission rate at Day 8 vs 0% with 
placebo in the double-blind part (Figure 3)

Figure 3. Percentage of Patients with Remission or Response Through Day 8 After Administration 
of GH001 IDR or Placebo IDR in the Double-Blind Part
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•	 The reduction in MADRS total score with GH001 observed in the double-blind part was notably reproduced 
in the placebo group with their first active GH001 treatment in the OLE (Figure 4)

Figure 4. MADRS Total Scores with First GH001 in the Double-Blind Part and the OLE
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•	 During the double-blind part, 57.5% of patients who received GH001 were in remission at Day 8; of the  
63 patients who completed the OLE, 46 (73.0%) were in remission at 6 months (Figure 5A)

	– Patients who completed the OLE received a mean of four treatments across the 6 months (double-blind 
part and the OLE), with 63.5% (40/63) requiring one to four treatments during the 6 months

	– Among patients who completed the OLE who were in remission on Day 8 after their first active treatment, 
90% were in remission at 6 months (Figure 5B)

Figure 5. Remission Rate at Day 8 and 6 Months (A) and Remission Rate at 6 Months in OLE 
Completers by Initial Remission Status (B)
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aIncludes 63 patients who completed the 6-month OLE per protocol (18 patients who discontinued early are excluded). bApproximately 6 months post-trial start (median 168 days from 
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Abbreviations: MADRS = Montgomery-Åsberg Depression Rating Scale; OLE = Open-label extension.

•	 During the OLE, TEAEs were observed in 72/81 patients (88.9%) and were mostly mild or moderate (Table 2); 
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 GH001 administration was 11 minutes
•	 Patients were deemed discharge-ready by 1 hour post-dose at 99% of visits

Table 2. Overall Summary of Adverse Events in the OLE
GH001 (N=81)

Summary of Adverse Events
Any TEAEa

72 (88.9)
28 (34.6)
42 (51.9)

2 (2.5)

Maximum severity of TEAEs
Mild
Moderate
Severe

Treatment-related TEAEs 65 (80.2)
Serious TEAEs 1 (1.2)
Treatment-related serious TEAEs 0
TEAEs leading to discontinuation 1 (1.2)
AESI 30 (37.0)
Death 0

TEAEs Occurring in >5% of Patientsa Overall Treatment-related
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)  9 (11.1)
Depression 8 (9.9) 0
Abdominal pain 7 (8.6) 4 (4.9)
Abdominal discomfort 6 (7.4) 4 (4.9)
Affect lability 6 (7.4) 6 (7.4)
Dysgeusia 5 (6.2) 5 (6.2)
Abdominal pain upper 5 (6.2) 4 (4.9)
Fatigue 5 (6.2) 5 (6.2)
Nasopharyngitis 5 (6.2) 0
Palpitations 5 (6.2) 5 (6.2)
Hyperhidrosis 5 (6.2) 3 (3.7)

aTEAEs were classified according to the Medical Dictionary of Regulatory Activities (MedDRA version 26.0).
Abbreviations: AESI = Adverse event of special interest; OLE = Open-label extension; TEAE = Treatment-emergent adverse event.

Conclusions
•	 The primary endpoint was met: GH001 administered as an IDR led to significant MADRS reduction from 

baseline to Day 8 (–15.5 vs placebo)
•	 GH001 can maintain long-term remission in TRD, with 73.0% of patients who completed the OLE in remission 

at 6 months
•	 GH001 was well tolerated during the 6-month OLE, and no treatment-related serious adverse events occurred
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