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Figure 3. Double-Blind Part: MADRS Suicidality Item 10 Responses at Baseline and Day 8
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- Treatment-resistant depression (TRD) is a debilitating condition that has been defined as a failure to respond - Eighty-one patients were randomized (GHOO1 IDR, 40 and placebo IDR, 41) in the double-blind part, and all GHO01 (n=40) Placebo (n=41)
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Higher scores indicate worse symptoms.
CG|-S, mean (SD) 4.8 (07) 5.0 (06) Abbreviation: MADRS = Montgomery—Asberg Depression Rating Scale.
Methods Suicidality « In the 6-month OLE, the numbers of patients reporting suicidal ideation according to the C-SSRS at all
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— In the double-blind part, patients were randomized 1:1 to receive an individualized dosing regimen (IDR) Past 12 months, n (%) 0 0 Figure 4. Proportion of Patients Reporting Suicidal Ideation® by C-SSRS Item in Each GHO01
of up to three escalating doses of GH001 (6, 12, and 18 mg) or placebo IDR on a single day with a 1-hour Baseline, n (%) 0 0 Treatment Period in the Double-Blind Part and the OLE
, (]
interval between doses
— In the OLE, patients received up to five GHOO1 IDR re-treatments over 6 months as needed, depending on stiiglecl e Eefien B neU inient 100 W Suicidal ideation Q3
the patient’s clinical response and tolerability of previous IDRs Lifetime, n (%) 15 (37.5) 23 (56.1) 90 | B Suicidal ideation Q2
. o . . o : L L . W Suicidal ideati
- 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) %_f’ 30 icidalideation At
SumoIe Severity R-atlng .SFaIe [C SSR?] endorsed) \.Nl.thm the.ptast Year, during the screening perIod, or.at. Baseline, n (%) 7 (17.5) 9 (22.0) S 2 o
baseline; those with suicidal behaviors or non-suicidal self-injury in the past year; and those with a clinical S _ o < ‘v
assessment of significant suicide risk Suicidal ideation with intent? 2 g 60 -
e =
» Suicidal behavior and suicidal ideation were assessed using the C-SSRS at screening; during each treatment Past 12 months, n (%) 0 0 B2 .
. . . . 2
period at pre-dose, discharge, Day 2, and Day 8; and at all OLE scheduled visits (Day 15 and monthly up to Baseline, n (%) 0 0 3-6 2 .
Month 6/end of treatment) o , ¢ c 4
Suicidal behavior? c 9 30 -
— The C-SSRS “baseline/screening” version was used at screening, and the “since last visit” version was used . c 9
at all subsequent visits Past 12 months, n (%) 0 g S 20-
ek 1.4 3.8
— Suicidal ideation was defined as “yes” responses to items 1-5 (with items 4 and 5 indicating suicidal Baseline, n (%) 0 0 10 -
ideation Wlth intent)’ and SUiCidaI behavior was deﬁned as ”yeS” responses to items 6-10 aSuicidal ideation without intent was defined as any “yes” answer to C-SSRS items 1-3; suicidal ideation with intent was defined as any “yes” answer to C-SSRS items 4-5; 0 -
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further qua ntification of suicidal ideation, which was indicated by scores =2 on a scale from 0-6* Abbreviations: CGI-S = Clinical Global Impression—Severity; C-SSRS = Columbia-Suicide Severity Rating Scale; HAM-D-17 = Hamilton Rating Scale for Depression; Active TP1 Active TP2 Active TP3 Active TP4 Active TP5
. ¢ ' ¢ d ¢ (TEAE ) d ' h it MADRS = Montgomery—Asberg Depression Rating Scale; SD = Standard deviation.
« Treatment-emergent adverse events s) were assessed at each visi o N — - S N . :
+Inthe GHOOL. group, suicidal ideation was reported by seven patients at baseline and four at Day 8 (Figure 2) 7l SEeTe 1o 00 0T e et e el ol st i any b s s

» Results were analyzed descri ptlvely Abbreviations: C-SSRS = Columbia-Suicide Severity Rating Scale; Q = Question; TP = Treatment period.

— No GHOO1-treated patients developed new-onset suicidal ideation between baseline and Day 8

Figure 1. Clinical Trial Schematic — In the placebo group, five patients reported suicidal ideation both at baseline and at Day 8, two reported - During the OLE, the proportions of patients reporting a score of zero on MADRS item 10 at all timepoints
suicidal ideation at baseline but not Day 8, and two patients without baseline suicidal ideation reported during GHOO1 treatment were greater than that at baseline of the double-blind part (Figure 5)
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. Baseline MADRS item 10 (suicidal thoughts) scores were similar between the two treatment groups, and acute risk of suicide at baseline, GHOO1 was not associated with treatment-emergent events of suicidal
patients who received GH001 did not report worsening of symptoms on Day 8 of the double-blind part as ideation with intent or suicidal behavior, or with any increased suicidal ideation as measured by the C-SSRS
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