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Background

Cost effectiveness analysis (CEAs) have gained importance in healthcare resource allocation, but
do not fully capture value when treatment landscapes evolve rapidly.'-2

Longer survival creates added value by allowing patients to access future treatment advances —
this is the concept of real option value (ROV).?

Although ROV is increasingly recognized, its use remains limited for epidermal growth factor
receptor - tyrosine kinase inhibitors in advanced non-small cell lung cancer (NSCLC).#

Osimertinib improves progression-free survival and overall survival versus earlier generation
EGFR-TKIs in NSCLC.>

Prior CEAs report greater quality-adjusted life years (QALY's) with osimertinib, but incremental
cost effectiveness ratio (ICERs) often exceed willingness-to-pay (WTP) thresholds.

Objective

« To assess the impact of ROV of first-line osimertinib compared with first-generation EGFR-TKIs in

advanced NSCLC.

Methods

A three-state Markov model was developed with progression-free survival (PFS), progressed
disease (PD), and death.

The model compared osimertinib versus standard EGFR-TKIs (erlotinib/gefitinib).

Two scenarios were evaluated: a conventional cost-effectiveness analysis and ROV-adjusted
analysis.

The model used a starting age of 64 years old, 1-month cycle, a lifetime horizon, a U.S. health
system perspective, and 3% annual discounting.

In the ROV scenario, the SEER-Medicare mortality trend was applied to the PD — death transition.

Outcomes included costs, life-years (LYs), quality-adjusted life-years (QALYs), and incremental
cost-effectiveness ratios (ICERs).

Uncertainty was assessed using one-way sensitivity analysis, and probabilistic sensitivity analysis
(10,000 iterations).

All costs were adjusted to 2024 US dollars using consumer price index (CPI-U).

Results

Conventional: Conventional: Conventional: ROV: ROV: ROV:
Outcome Osimertinib Standard Incremental Osimertinib Standard Incremental
EGFR-TKIs EGFR-TKIs

LYs 5.6750 3.7480 1.9270 6.5216 3.8524 2.6692
QALYs 4.3450 2.8251 1.5199 4.9460 2.8983 2.0477
Costs $910,300.12 $670,520.17 $239,779.95 $927,559.07 $698,332.27 $229,226.80

ICER

($/QALY) — — $157,761 — — $111,942

Osimertinib accrued higher LYs and QALY's than standard EGFR-TKIs in both scenarios.
Adding ROV increased incremental QALY's by 35% and reduced incremental costs by 4%.

After incorporating ROV, the conventional ICER decreased by 29%, from $157,761/QALY to
$111,942/QALY.
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« At $150,000/QALY, osimertinib had an estimated 89% probability of being cost-effective in
the ROV scenario, compared with 43% in the conventional scenario.

« At $100,000/QALY, the probability was 31% in the ROV scenario versus 6% in the
conventional scenario, highlighting sensitivity to the selected WTP threshold.

 The CEAC supports the PSA plane indicating how probability of cost-effectiveness
changes across WTP thresholds.

Discussion

« ROV captures value from survival-enabled access to future therapies beyond immediate
trial-based benefits.

Incorporating ROV increased incremental QALY's and reduced the modeled ICER from
$157,761/QALY to $111,942/QALY, moving osimertinib below the $150,000/QALY
benchmark.

The lower ICER was driven primarily by larger incremental QALY gains, with a modest

Lambda OS_SOC reduction in incremental costs.
Gamma OS_OSI

SOC cost Dynamic value elements are particularly relevant in oncology, where rapid innovation and
Lambda PFS_SOC survival extension can affect future treatment pathways.
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