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OBJECTIVE

CONCLUSION

• Although esketamine appears to provide important relief depressive 

symptoms for some patients deriving suboptimal benefit from other 

treatments, the estimated lifetime cost-effectiveness of esketamine far 

exceeds commonly cited cost-effectiveness thresholds.

• Due to a high discontinuation rate observed in open-label studies, the 

majority of esketamine’s cost and benefits occurred in the first five years of 

therapy.

• The complex Risk Evaluation and Mitigation Strategies (REMS), designed 

to mitigate serious adverse outcomes resulting from sedation and 

dissociation, as well as reduce abuse and/or misuse, further complicate 

therapy with esketamine. 
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RESULTS

DISCLOSURE

METHODS

Treatment-resistant major depressive disorder commonly refers to major depressive disorder for which there is an inadequate 

response to two or more anti-depressant (AD) treatments of adequate dosing and duration. The objective of this analysis was to 

evaluate the lifetime cost-effectiveness of adding esketamine nasal spray, a new treatment for treatment-resistant depression, to a 

regimen of background AD treatment compared with AD alone in patients with treatment-resistant depression. 
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Table 2. Base-Case Discounted Costs and Outcomes

Treatment Arm Total Drug 

Costs

Total Tx

Strategy Costs

Total 

QALYs

Total 

LYs

Total Depression-

Free Days

Esketamine $42,600 $448,600 12.66 20.66 373

No Additional 

Treatment

$0 $410,200 12.47 20.64 123

Difference $42,000 $38,400 0.19 0.01 250

Treatment Cost per QALY 

Gained

Cost per LY 

Gained

Cost per 

Depression-Free 

Day

Esketamine vs. No 

Additional Treatment

$198,000 $2,592,000 $150

Table 3. Incremental Cost-Effectiveness Ratios for Base-Case Analysis

Figure 2. One-Way Sensitivity Analyses Tornado Diagrams of 

Esketamine Versus No Additional Treatment

Figure 1. Model Structure

• Semi-Markov model with time-dependent mortality

• Three-month cycle length; lifetime time horizon

• US health care sector perspective (direct medical costs)

• Annual discount rate of 3% for costs, life-years, and quality-adjusted life-years

• Transition probabilities, utility, and cost inputs obtained through systematic literature reviews, 

manufacturer data, and expert opinion

Parameters Esketamine No Additional 

Treatment

Probability, Effective Initial Treatment 39.5% 1,2 28.8% 1,2

Probability, Partly Effective Initial Treatment 19.3% 1,2 6.5% 1,2

Probability, Effective Treatment in Subsequent 

Cycles After Partly Effective Treatment

19.9% 3 12.4% 3

Probability, Loss of Initial Treatment Effect in 

Subsequent Cycles After Effective Treatment

13.0% 3 13.0% 3

Probability, Loss of Effect in Subsequent Cycles

After Partly Effective Treatment

21.0% 3 47.6% 3

Probability, Alternative Treatment Being Effective 13.0% 4 13.0% 4

Probability, Patients Discontinuing Therapy After 

Long-Term Effectiveness

1.3% 5 1.3% 5

Utility, No Depression 0.86 6 0.86 6

Utility, Mild to Moderate Depression 0.68 7 0.68 7

Utility, Severe Depression 0.50 7 0.50 7

Cost, Esketamine* 

First cycle (includes titration)

All other cycles (stable dose)

$9322 2,8-10

$7704 2,8-10

n/a

n/a

Table 1. Base Case Key Model Inputs

• Treatment-resistant depression is a debilitating disease with few 

treatment options. There is a need for effective and affordable 

treatments.

• Limitations:

• No or low-quality studies evaluating potential comparators, such 

as ketamine.

• Limited information on important modifiers of treatment effect, 

such as:

• Number of failed treatments during a person’s lifetime

• Pattern and frequency of depression episodes

• Episode severity

*Based on WAC of $295 per 28 mg device

Tx: treatment; QALY: quality-adjusted life year, LY: life year

QALY: quality-adjusted life year, LY: life year

Probabilities

Costs

Figure 3. Acceptability Curve for Esketamine Compared With No 

Additional Treatment at Varying Willingness-to-Pay Thresholds

Tx = treatment; blue states = First three month cycle; green states = treatment effective; orange state = treatment partly effective; red states = treatment not effective
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