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Introduction

» Efficacy of esketamine nasal spray (ESK), approved in the United
States (US) on March 5, 2019, for treatment-resistant depression
(TRD), has been demonstrated in clinical trials"?

* The 9-item Patient Health Questionnaire (PHQ-9) is a patient-
reported measure of depression severity used to evaluate
symptom changes in post-hoc analyses of ESK clinical trials®*

* To evaluate real-world effectiveness of esketamine for TRD, PHQ-
O data from Mindful Health Solutions (MHS), a US group clinical
practice specializing in ESK administration, was used

Methods

Data source

* Retrospective de-identified data including patient demographics,
PHQ-9 scores, and ESK treatment information were obtained from
MHS clinics from May 2, 2018, to January 15, 2024

* [nstitutional review board exemption status under Exemption 45
CFR 46104(d)(4) was granted prior to commencement of the
study

Study design

* Retrospective observational design was used

* The intake period spanned from March 5, 2019, to the end of data;
the index date was the date of ESK initiation

* Adults who initiated ESK for TRD in MHS clinics during the intake
period and had =1 baseline PHQ-9 score were included

 Baseline PHQ-9 score was the score closest to or on the index
date; during the follow-up period, which spanned the index date to
end of clinical activity or data, PHQ-9 scores within 2 weeks after
treatment sessions were obtained

Subgroups

* 2 subgroups were analyzed separately:

— Subgroup with comorbid anxiety (=1 diagnosis of anxiety before
or on the index date)

- Subgroup with baseline PHQ-9 score =10 indicating moderate-
to-severe depression; patients with baseline PHQ-9 score <10
may underreport symptoms

Outcome

* PHQ-9 is a patient-reported measure of depression severity with a
recall period of 2 weeks; the score ranges from O to 27 with higher
scores indicating higher severity®

Statistical analysis

* Mean change in PHQ-9 score from baseline and proportion of
patients with PHQ-9 score =220 (severe depression) were described
after ESK initiation and every 4 sessions thereafter

* Generalized estimating equation (GEE) models adjusted for
repeated measurements were used to compare follow-up PHQ-9
scores to baseline and non-parametric bootstrap procedures were
used to generate 95% confidence intervals (Cls) and p values for
mean change in PHQ-9 scores
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Limitations

PHQ-9 scores are patient-reported and
subject to bias

Results may not be generalizable to patients
receiving ESK in non-MHS clinics, from
states other than California, with public
insurance or the uninsured

Results
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ESK, esketamine nasal spray; MADRS, Montgomery—,&sberg Depression Rating Scale; PHQ-9, 9-item Patient Health Questionnaire; SD, standard deviation.

Demographics and baseline characteristics

* Of 911 patients included, 624 (68.5%) patients had comorbid anxiety and 773 (84.9%) had a baseline PHG -9 score =10. Baseline characteristics of
these patients are reported in Table 1
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Change in depression severity (Figures 1and 2)

* Mean number of ESK sessions completed was 24.9 in the overall ESK cohort (comorbid ainiacty subgroup: 26.2; baseline PHQ-9 score =10 subgroup: 26.3)
* After 8 sessions (induction completion):

- Mean PHQ-9 score decreased by 4.0 points (95% CI: -4.4 to -3.5; p<0.001) ir the overall ESK cohort

- Mean PHQ-9 score decreased by 3.8 points (95% CI: -4.3 to -3.4; p<0.0C1) in the comorbid anxiety subgroup

- Mean PHQ-9 score decreased by 4.5 points (95% CI: -4.9 to -4.0; p<0.001) 'n the baseline PHQ-9 score =10 subgroup

- 17.5% of patients reported severe depression in the overall ESK cohort (comorbid anxiety subgroup: 17.3%; baseline PHQ-9 score =10 subgroup: 19.3%)
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- 9.5% of patients reported severe depression in the ov:ral! ESK cohort (comorbid anxiety subgroup: 10.3%; baseline PHQ-9 score =10 subgroup: 9.8%) ESK, esketamine nasal spray; PHQ-9, 9-item Patient Health Questionnaire.
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