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Topiramate vs. placebo in Mania (open study)

Worsened 5%

Non responders 20%

Responders 60%

Minimal improvement 15%

Chengappa et al., 1999



Topiramate vs. placebo in Mania (final sample; n=97)
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Chengappa et al, Bipol Disord 2001.



Olanzapine, Lamotrigine and Lithium in Mania
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Berk M et al. Int Clin Psychopharmacol. 1999;14(6):339-343.



Possible Superiority of Olanzapine vs. Valproate in Mania

Study 1 Study 2
Baseline: 27.4 27.9 32.3 30.8

YMRS mean change,
baseline to endpoint
MRS mean change,
baseline to endpoint

Olanzapine (n=125) Olanzapine (n=57)
M Valproate (n=123) M Valproate (n=63)
*P=0.028 P=NS

Tohen et al. Am J Psychiatry 2002; 159:1011-1017 Zajecka et al. J Clin Psychiatry 2002; 63:1148-1155

Vieta. J Clin Psychiatry 2003; 64: 1266-1267.



Antimanic efficacy of risperidone monotherapy
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LOCF analysis; ***p<0.001 risperidone vs placebo

Baseline YMRS = 29; Final YMRS= 18 ] ]
LOCF = last observation carried forward Hirschfeld et al. Am J Psychiatry, 2004.



Antimanic efficacy of risperidone monotherapy

RIS-IND-002 Time
Baseline Day 3 Week 1 Week 2 Week 3
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LOCF analysis; **p<0.01; ***p<0.001 vs placebo
Baseline YMRS = 37; Khanna et al, Br J Psychiatry 2005
Final YMRS =15



Brexpiprazole in Mania

331-201-00080 Primary Endpoint: YMRS Total Score

(MMRM UN; Efficacy Sample)
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Brexpiprazole 080: Baseline YMRS Placebo = 30.55, n = 161, Brexpiprazole 2-4 mg = 30.39, n = 158

331-201-00081 Primary Endpoint: YMRS Total Score

(MMRM UN; Efficacy Sample)

Study 331-201-00081: Mean Change in YMRS

-+-Placebo 081
-=-Brex 081

Day 4 Week 1 Week 2 Week 3

Brexpiprazole 081: Baseline YMRS Placebo = 30.71, n = 168, Brexpiprazole 2-4 mg = 30.75, n = 162

Vieta E et al, J Psychopharmacol 2021.



Brexpiprazole mania trial: regions
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+p<0.10, * p < 0.05, ** p < 0.01, *** p <0.001

Brexpiprazole 081: Baseline YMRS Placebo = 30.71, n- 168 Brexpiprazole 2-4 mg = 30.75, n = 162
Brexpiprazole 081 US: Baseline YMRS Placebo = 30.44, n = 120, Brexpiprazole 2-4 mg = 30.56, n = 117
Brexpiprazole 081 EU: Baseline YMRS Placebo = 31.38, n = 48, Brexpiprazole 2-4 mg = 31.24,n = 45

Vieta et al, J Psychopharmd€ol 2021



Aripiprazol vs Haloperidol in Mania
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Vieta et al. Br J Psychiatry, 2005



Aripiprazol vs Haloperidol in Mania

Treatment duration (weeks)
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*Baseline Y-MRS scores: aripiprazole = 31.07, haloperidol = 31.39 _ _
Vieta et al. Br J Psychiatry, 2005



Lamotrigine Response in Bipolar Depression
(Decrease > 50% in front of baseline or CGI-I of 1-2)

p=0.003
p=0.026 p=0.005
p=0.088
c 0 PBO
g B LTG50
o
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Study SCAB2001( 602), Calabrese et al. 1999



Meta-analysis of Lamotrigine in bipolar depression

Study Risk ratio (95% CI) % weight

SCAB2001 ——J—— 160 (1.04, 2.45) 10.9
SCAA2010 1.13 (0.85, 1.52) 24.0
SCA40910 —-.— 1.22 (0.87, 1.71) 21.5
SCA30924 ——.— 1.24 (0.87, 1.77) 19.9
SCA10022 —.— 1.32 (0.99, 1.76) 23.7
Overall . 1.27 (1.09, 1.47)

0.408018 1 2.45087

Risk ratio



MADRS Change from Baseline

Olanzapine in Bipolar Depression

—aA— Olanzapine (n=351)
—&— Placebo (n=355)
—@— OFC (n=82)

Red markers p <.05vs. OFC

* p <.05vs. Olanzapine

Week Tohen et al, Arch Gen Psychiatry 2003.



Olanzapine vs Placebo:
Time to Recurrence of Mood Episode

100
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Recurrence = YMRS and/or HAMD-21 total scores =15.
Tohen M et al. Am J Psychiatry. 2006;163(2):247-256.



Aripiprazole vs Placebo:

Time to Recurrence of Mood Episode

Proportion of Patients

Without Relapse
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Keck et al. J Clin Psychiatry 2006



Lamotrigine: Clinical Trials 605/606

Screen Open-label Double blind
LTG 100-200 mg

Lamotrigine 50-400mg n=280

Lithium 0.8-1.1mEg/L n=167

Placebo n=191

2 weeks +—@8-16 weeks —— « 76 weeks ——



Long acting injectable risperidone versus oral
olanzapine versus placebo

Patients with no recurrance (%)
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*p = 0.057;, *p < 0.0001 versus placebo (log-rank test stratified by patient type and region)
Tp = 0.031 for risperidone LAl versus placebo (log-rank test stratified by region only [adjusted analysis])

Fig. 2. Time to recurrence of any mood episode (primary outcome).

Vieta et al, Eur Neuropsychopharmacol 2012



Esketamine demonstrated efficacy in patients with TRD, starting
as early as 24 hours (acute study; N = 227)?

MADRS total score LS mean change from baseline to endpoint

(MMRM)
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Time (d)
Difference of LS means -3.3 -2.9 -2.0 -3.8 —4.0
(950/0 Cl) (-5.75; —0.85) (-5.17; —-0.59) (—4.78; 0.82) (—6.87; —0.65) (-7.31; —0.64)

aTotal number of patients that were randomized. "Two-sided P value.
Cl, confidence interval; ESK, esketamine; LS, least squares; MADRS, Montgomery-Asberg Depression Rating
Scale; MMRM, mixed-effects model using repeated measures; PBO, placebo; SE, standard error.

Response and remission rates at
Day 28

ESK+AD PBO+AD

Remitters 52.5% 31.0%

Responders 69.3% 52.0%

Popova V et al. Am J Psychiatry 2019.



Mebufotenin (GH001) versus placebo in TRD
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Kubala et al, ECNP 2025

3FDA Guidance notes that efficacy with rapid-acting antidepressants generally should be demonstrated within 1 week, supporting a primary efficacy endpoint within this timeframe.
Abbreviations: BL = Baseline; FDA = Food and Drug Administration; H = Hour; LS = Least squares; MADRS = Montgomery-Asberg Depression Rating Scale; SE = Standard error.



Psilocybin in Treatment-Resistant Depression

Primary efficacy assessment at wk 3
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Figure 2. Change from Baseline in MADRS Total Score (Modified Intention-to-Treat Population).

Total scores on the Montgomery—Asberg Depression Rating Scale (MADRS) range from 0 to 60, with higher scores
indicating greater severity of depression. I bars represent standard errors.

Goodwin GM, et al. New Engl J Med 2022



Conclusions

* Clinical trials are experimental tests
* They have to meet ethical standards

* There is no such thing as “the perfect trial”
* Look into generalizability, biases, and flaws

e Conflicts of interest are informative but should not raise
prejudice

* Most trials are designed to address regulatory demands,
not to answer clinical questions
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