Cost-Effectiveness Analyses of Repotrectinib in TKI-Naive Patients with ROS1+
Advanced Non-Small Cell Lung Cancer

Stephen Chaplin'!, Ken O’Day%, Adam Lee3, Ben Feakins#, Qianyi Li%, Erika Wissinger?, Kellie Meyer?, Yong Yuan?®

1Cencora, Woking, UK; 2Cencora, Conshohocken, PA, USA; 3BMS, Uxbridge, UK; 4Cencora, Dublin, Ireland; °BMS, Lawrenceville, NJ, USA

ISPOR 2025 (May 13-16, 2025; Montreal, QC, Canada)

sackgrounc Methods (cont. Conclusions and Limitaions

* Non-small-cell lung cancer (NSCLC) is the most common form of » Repotrectinib would be a cost-effective

. Figure 1. Survival curves Base case .
lung cancer, accounting for 80-85% of all cases. Symptoms are ) : _ : option for TKI-naive patients with ROS7+
usually unnoticeable until the lune cancer has brosressed to Selected PFS - summary Selected OS - summary « Patients on repotrectinib achieved better outcomes (4.91 QALYs d q h effecti
y g prog 100% and 6.01 LYs) than th trectinib (2.82 QALYs and 3.46 LY advanced NSCLC, with cost-effectiveness
advanced stages, for which mutational testing has become an 100% Repotrectinib 32.5 months ’ Repotrectinib 68.0 months ' ) than those on entrectinib (2. > and >. S). ' h hresh f
ges, . Usi itv price. total costs f trectinib and entrectinib ratios below the NICE threshold of £30,000
integral part of guiding treatment. [1] ] Entrectinib 16.8 months S0 Entrectinib 35.5 months SINg parity price, totat costs for repotrectinb and entrectini per QALY.
. Receptor tyrosine kinase 1 fusions (ROS7+) are present in 1-2% 80% ° were £186,462 and £132,892, respectively, with an incremental ‘
of tumors among all patients with NSCLC. ROS1 fusions are 60% 60% cost-effectiveness ratio (ICER) of £25,621/QALY. (Table 3) « These findings were robust across a variety
associated with responsiveness to certain tyrosine kinase . Table 3. Base case results of scenarios and sensitivity analyses.
inhibitors (TKIs), which block tyrosine kinases and reduce the 40% 40% ) . Limitations
cell growth and division associated with cancer progression. 20% >0%
« Currently available treatments for TKI-naive patients with ’ — £186.462 £132.892 £53 569 - OS for repotrectinib and comparators was
ROS1+ NSCLC include repotrectinib, entrectinib, and crizotinib. 0% 0% PNy 32’5 16,8 15’ . estimated using PFS surrogacy dqe to the fact
« Repotrectinib is a next-generation orally administered ROS1 TKI 024 48 72 96 120 144168 192 216 240 264 288 312 336 360 0 24 48 72 96 120 144 168 192 216 240 264 288 312 336 360 © .a (months) ' ' ' that repOtreCt]mb 05 glata were immature at
with demonstrated durable efficacy (a confirmed objective Months Months Median OS5 (months) 68.0 35.5 32.5 the time of the analysis.
response rate of 79%) in TRIDENT-1, a phase I/Il global, open- —Repotrectinib —Entrectinib —Repotrectinib —Entrectinib QALYs 4.91 2.82 2.09 - The HRs for PFS between repotrectinib and the
label, single-arm trial. Progregsmn-free survival (PFS) anq LYs 6.01 3.46 2.55 comparators were based on the best available
safety were secondary end points. However, overall survival Costs ICER/ QALY i i £25,621 MAIC results at the time of model
(OS) data were immature and European Quality of Life 5 Kov: ICER - L cost-affect oLy i s U survivals PFS development, due to lack of availability of
Dimensions (EQ-5D) utility weights were not available at the « Drug acquisition costs for treatments were calculated based on dosing in product labels and the relative dose intensity (RDI) roaression-free survival; OALY - quality-adiustod tfe year oo TR head-to-head data.
time of analysis. [2] from pivotal studies, [2, 5] packaging prices published by British National Formulary, [8] and extrapolated time on treatment ’ Direct EQ-5D utilit oht ¢ availabl
based on trial data. Repotrectinib used recommended phase 2 dose and assumed parity acquisition cost with entrectinib. : . - rec Uity weishts were not avatiabie
. . o . Scenario and sensitivity analyses from TRIDENT-1, and thus utilities were
Ob ] ective « Drug administration costs were differentiated for first versus subsequent cycles and oral versus intravenous administration, . . . _ _ mapped from trial-reported EORTC data using a
using the respective service codes. [9, 10] * The ICER increased with shorter time horizons, with £26,351/QALY mixed adjusted model.
: : : L . . . . e over 20 years and £30,996/QALY over 10 years.
This study aims to establish a health technology assessment « Monitoring costs were included for pre-progression and post-progression health states, with the resource utilization sourced y , Q Y — Due to variation in post-progression therapy
(HTA) acceptable framework to evaluate cost-effectiveness of from the entrectinib National Institute for Health and Care Excellence (NICE) submission. [11] * The ICER remained fstjéb!? wf(;en.elntjrecu(mb PFS was modeled lby utilization, the model applied a simplified
repotrectinib versus standard of care (SoC) in TKI-naive . L . . . : parameterization of digitized trial data (assuming exponentia approach by assigning a one-off post-
patients with ROS7+ advanced NSCLC, in light of major ﬁgvcegsstes e\[/ge]nt (AE) rates were multiplied by NHS reference costs of respective service codes for managing AEs to derive total model) instead of the MAIC, alternative parameterization models progression treatment cost based on utilization
challenges in the available clinical evidence. ' were selected for repotrectinib PFS, subsequent therapy costs and a fixed treatment duration for the included
« Costs of post-progression therapies were calculated assuming one additional therapy after progressing on the primary were excluded, or when health state utilities were based on the subsequent therapies. This was equally applied
Me thO dS treatment and regeived over a fixed treatment duration. Utilization of post-progression therapy was based on data from entrectinib NICE submission rather than the mapping study. to j\ll tregtmer:jt jrms,. Whld(\j pOtenU?ll%/
TRIDENT-1 on patients receiving subsequent TKIls or chemotherapy. (Table 2) [12] . L . underestimated duration and costs of the
, o . . o * The comparison versus crizotinib led to an ICER of £11,521, with subsequent treatment.
The model takes a hypothetical United Kingdom (UK) National « End-of-life cost was modeled as a one-off cost (£13,569) for palliative care for the proportion of patients who were dying in 2.51 incremental QALYs and 3.06 incremental LYs.

each model cycle, equivalent to 90 days of hospital care. [10, 11]

Health Service (NHS) perspective and estimates life years (LY),

* When considering the NICE disease severity modifier, the QALY

quality-adjusted life years (QALY), costs, and incremental cost * All costs were represented in 2024 values (Table 1). shortfall calculated for patients with ROS1 advanced NSCLC Disclosures
per.QALY of repotrectinib Versus SoC over a 30-year time Table 1. Drug acquisition, administration, monitoring, and AE costs justifies a QALY weight between 1.2 and 1.7 based on outcomgs This research was sponsored by BMS. AL and YY
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