
Key takeaways

Using real-world findings from the Ventura-RWE 
prospective, observational study, esketamine NS + OAD 
demonstrated improvements in anhedonia measures and 
gains in functional outcomes.
 
Targeting anhedonia remains an important treatment 
goal in MDD patients with inadequate response to 
previous antidepressants as it is strongly correlated with 
overall depression symptom improvement. 

Ventura-RWE included a small cohort of patients 
treated with esketamine NS + OAD who completed 
comprehensive assessments of depression and 
anhedonia severity.

Esketamine NS + OAD was associated with improvements 
in anhedonia and functional impairment, as well as overall 
MDD severity.

•	 Improvement in anhedonia was correlated to 
improvement in functioning and multiple HRQoL 
measures.

Conclusions
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Background
	y Anhedonia is a core symptom of major depressive disorder (MDD) associated with poor 

prognosis and functional impairment1

	y Previous studies suggest that improvement in anhedonia may be linked to enhanced 
overall functioning2

	y Esketamine nasal spray (NS) is approved for treatment-resistant depression as 
monotherapy or in conjunction with an oral antidepressant (OAD) and for depressive 
symptoms in patients with MDD and acute suicidal ideation or behavior in conjunction with 
an OAD3

	y Esketamine NS + OAD showed decrease in anhedonia (patient- and physician-reported)4  

	y Post-hoc analysis from 2 phase 3 studies showed improvements in anhedonia symptoms in 
short-term (TRANSFORM-2) and long-term (SUSTAIN-2) treatment5 

Esketamine NS + OAD was Associated with Improvements in Anhedonia 
Severity and Overall MDD Symptoms
	y Patients treated with esketamine NS + OAD showed continued 

improvement in MDD severity and in anhedonia symptoms (Figure 2A)
	y Improvement in anhedonia severity was demonstrated in changes in 

anhedonia specific scales and relevant depression scales (Figure 2)

	y Esketamine NS + OAD showed improvements in WPAI categories 
(Figure 4)

	y Limited sample size in the esketamine NS-started patients with WPAI  
work-related responses limit ability to evaluate any associations 
between esketamine NS + OAD use and WPAI work-related functional 
changes, especially at later timepoints

Changes in Anhedonia Symptom Severity Strongly Correlated with 
Changes in MDD Severity and Functional Impairment
	y Moderate correlation between changes in SHAPS/DARS and changes in 

other measures of anhedonia at Week 6 and strong correlation at  
Month 6 and Month 12 were observed (Figure 5A/B)

	y Correlations between changes in SHAPS and MDD severity scales 
strengthened from Week 6 to Month 6 (Figure 5A) 

	y Correlations between changes in DARS were similar to SHAPS 
observations (Figure 5B)

Esketamine NS + OAD was Associated with Functional Improvements
	y EQ-5D-5L domains of usual activities and anxiety/depression showed 

improvements (Figure 3)
	y EQ-5D VAS scores showed improvement

Methods
	y Ventura-real-world evidence (RWE) (NCT05841030) was a prospective, noninterventional, 

12-month study to document disease characteristics and outcomes in real-world standard 
of care (SOC) use of available treatments among patients with MDD with anhedonia 

	y Patients enrolled had inadequate response to currently ongoing antidepressant treatment, 
inclusive of an selective serotonin reuptake inhibitor (SSRI) /serotonin-norepinephrine 
reuptake inhibitor (SNRI) and initiated physicians’ choice of adjunctive treatment for MDD, 
including esketamine NS, based on prescribing information

	y Outcome measures were assessed at baseline, Week 6, Month 6 and Month 126

	– Depression severity (Montgomery-Åsberg Depression Rating Scale [MADRS], Patient 
Health Questionnaire-9 item [PHQ-9])

	– Anhedonia (Snaith-Hamilton Pleasure Scale [SHAPS], Dimensional Anhedonia Rating 
Scale [DARS], MADRS 8, MADRS anhedonia subscale, Patient Global Impression Scale 
[PGI-S] anhedonia)

	– Functional impairment (Work Productivity and Activity Impairment [WPAI])

	– Health-related quality of life (HRQoL) (EuroQoL-5-dimension-5-level [EQ-5D-5L], EQ-5D 
Visual Analogue Scale [VAS])

	y The presented post-hoc analysis included all patients who initiated esketamine NS at 
baseline, using an intention-to-treat (ITT) assumption

	y Descriptive and Spearman correlation analyses were performed

	y A sensitivity analysis was conducted using patients “as treated” with esketamine NS, using 
only data from patients while they were on esketamine NS during the study 

Results
	y Patient dispostion of esketamine NS is shown in Figure 1.
	y Patients had moderate to severe depression and a high level of 

anhedonia based on SHAPS and DARS (Table 1)
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DARS, Dimensional Anhedonia Rating Scale; EQ-5D-5L, EuroQoL-5-dimension-5-level; HRQoL, health-related quality of life; ITT, intention-to-treat; MADRS, Montgomery-Åsberg Depression Rating Scale;  
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FIGURE 1: Patient Disposition 

TABLE 1: Patient Characteristics for Esketamine NS + OAD (N=49) 

FIGURE 2: MDD and Anhedonia Measures 

FIGURE 3: HRQoL Improvement Measures 

A.

B.

FIGURE 5: Spearman Correlation Between Change in Scales from 
Baseline to Timepoint A) SHAPS; B) DARS

FIGURE 4: Work Productivity Measures

HRQoL, health-related quality of life; WPAI, Work Productivity and Activity Impairment

DARS, Dimensional Anhedonia Rating Scale; IQR, interquartile range; MADRS, Montgomery-Åsberg Depression Rating Scale; MDD, major 
depressive disorder; NS, nasal spray; OAD, oral antidepressant; PHQ-9, Patient Health Questionnaire; SHAPS, Snaith-Hamilton Pleasure Scale; SD, 
standard deviation.

Montgomery-Åsberg Depression Rating Scale (MADRS): total score 0-60
Patient Health Questionnaire (PHQ)-9: total score 0-27
Snaith-Hamilton Pleasure Scale (SHAPS): total score  14-56
Dimensional Anhedonia Rating Scale (DARS): total score 0-68
Patient Global Impression Scale (PGI-S) ANH (anhedonia): score 1-5
(Note: DARS has opposite directionality as other scores, with higher values indicating lower severity)

EQ-5D-5L, EuroQoL-5-dimension-5-level; HRQoL, health-related quality of life.

ANH, anhedonia; DARS, Dimensional Anhedonia Rating Scale; EQ-5D, EuroQoL-5-dimension; MADRS, Montgomery-Åsberg Depression Rating Scale; 
MDD, major depressive disorder; PHQ-9, Patient Health Questionnaire; SHAPS, Snaith-Hamilton Pleasure Scale; WPAI, Work Productivity and Activity 
Impairment; VAS, Visual Analogue Scale

Note: white indicates no correlation, color intensity indicates strength of correlation (darker color = stronger correlation).

Note: DARS is scaled in opposite direction (higher DARS is less severe)
Baseline Characteristics Median (IQR) Mean (SD)

Age, years 54 (44–62) 51.6 (13.2)

Female/male, n (%) 30/19 (61%/39%)

MADRS 30 (27–34) 30.5 (5.5)

PHQ-9 18 (13–23) 17.6 (6.0)

SHAPS 37 (34–40) 36.9 (5.5)

DARS 24 (16–35) 25.1 (11.9)

MADRS anhedonia subscale 19 (16–21) 18.6 (3.9)

MADRS Q8 4 (3–4) 3.7 (1.0)

PHQ-9 Q1 3 (2–4) 2.5 (0.7)

Age MDD diagnosis, years 26 (18–47) 29.5 (14.6)

Duration of current episode, weeks 43 (20–141) 184.3 (429.5)

Total MDD episodes 3 (2–7) 5.4 (5.5)

B.

A.
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