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Introduction

Anhedonia, defined as diminished interest or pleasure
in response to stimuli that were previously perceived

In the double-blind treatment phase, patients were
randomly assigned 1:1:2 to receive fixed doses of ESK
56 mg, ESK 84 mg, or placebo twice weekly for

4 weeks
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Improvements in 5-item MADRS anhedonia factor score

 Compared with placebo, significantly more ESK-treated patients had clinically meaningful improvement (=3-point reduction) in 5-item MADRS
anhedonia factor score at day 28 (P < 0.001) and day 2 (P < 0.01; 24 hours after treatment) and clinically substantial improvement (=6-point
reduction) at day 28 (P < 0.01) and day 2 (P < 0.01; 24 hours after treatment; Figure 3)

Results

Demographics and baseline characteristics
* A total of 378 adults with TRD met the predefined severity criteria and were randomly assigned

Figure 3: Proportion of patients with (A) 23-point or (B) 26-point improvement in 5-item
MADRS anhedonia factor score

Key Takeaway

Esketamine nasal spray monotherapy led to rapid
and robust improvements in anhedonia symptoms
over 4 weeks of treatment, starting as early as
24 hours after first dose

Conclusions

In this post hoc analysis of a randomized,
placebo-controlled trial, esketamine nasal spray
monotherapy significantly improved 5-item MADRS
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At day 28, the LS mean difference (95% CI) from placebo in 5-item MADRS anhedonia factor scores
for ESK 56 mg and ESK 84 mg were -34 (-5.38, -144) and -4.8 (-6.72, -2.89), respectively

* At day 28, all individual MADRS items scores (reported sadness, apparent sadness, concentration
difficulties, lassitude, inability to feel) were significantly improved compared with placebo (P < 0.05;
Figure 2B)

1to day 1 (before randomization); referred to as “nonresponse criteria” in the protocol.

®One of 87 patients randomly assigned to ESK 56 mg did not receive a dose of study drug and was not included in the efficacy analysis set.
°With or without standard of care.

90nly 1 patient received standard of care without ESK.

DB, double-blind; ESK, esketamine nasal spray; LS, least squares; MADRS, Montgomery—,&sberg Depression Rating Scale; PBO, placebo.
*P < 0.05, from analysis of covariance model compared with placebo.
Negative change in score indicates improvement in symptoms.

ESK, esketamine nasal spray; MADRS, Montgomery—,&sberg Depression Rating Scale; PBO, placebo.
*P < 0.05, from Cochran-Mantel-Haenszel test compared with placebo, adjusting for antidepressant status at study start.
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