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CONCLUSIONS

INTRODUCTION

• Annual discount rates for quality-adjusted life-years (QALYs) were set to 3.5%3

• Utilities for each health state were derived from the VISION study,1 with adverse 
events and age-associated disutilities extracted from the literature5–17

• For each approach, visual inspection alongside statistical fits were used to compare 
which distribution(s) best fit the (un)adjusted Kaplan–Meier data, alongside 
predicting plausible long-term projections 

1. RWD: Tepotinib OS: Log-logistic; PFS: Log-logistic. CT+IO OS: Exponential; PFS: Log-normal

2. HR: Tepotinib OS: Log-logistic; PFS: Log-logistic. CT+IO OS HR: 0.64; PFS HR: 0.7518

3. MAIC: Tepotinib OS: Log-logistic; PFS: Log-normal. CT+IO OS: Log-logistic; PFS: Log-logistic

RESULTS

Abbreviations: CT+IO, chemoimmunotherapy; HR, hazard ratio; KM, Kaplan–Meier; LYs, life-years; MAIC match-adjusted indirect comparison; MET, mesenchymal–epithelial transition factor; METex14, MET exon 14; NSCLC, non-small cell lung cancer; OS, overall survival; PD, progressed disease; PF, progression-free; PFS, progression-free survival; PSM, parametric survival model; 
QALYs, quality-adjusted life-years; RWD, real-world data.

References: 1. Paik PK, et al. N Engl J Med. 2020;383(10):931–943; 2. Bladt F, et al. Clin Cancer Res. 2013;19(11):2941; 3. Hendriks LE, et al. Ann Oncol. 2023;34(4):358–376; 4. NICE. 2022. Available at: https://www.nice.org.uk/process/pmg36/resources/nice-health-technology-evaluations-the-manual-pdf-72286779244741. Last accessed September 2023; 5. Ara R, et al. 
Value Health. 2010;13(5):509–518; 6. NICE. 2015. Available at: https://www.nice.org.uk/guidance/ta347. Last accessed September 2023; 7. Nafees B, et al. Health Qual Life Outcomes. 2008;6:84; 8. McMurray JJV, et al. Heart. 2018;104:1006–1013; 9. Doyle S, et al. Lung Cancer. 2008;62:374–380; 10. Paracha N , et al. Health Qual Life Outcomes. 2018;16(1):179; 11. Smith-Palmer J, 
et al. Clinicoecon Outcomes Res. 2016;8:559–571; 12. Canadian Agency for Drugs and Technologies in Health. Table 14. Appendix 5. Pharmacoeconomic Review Report: Sodium Zirconium Cyclosilicate (Lokelma). May 2020; 13. Hagiwara Y, et al. PharmacoEconomics. 2018 36(2):215–223; 14. Martí SG, et al. Cost Eff Resour Alloc. 2013;11(1):21. 15. Tabberer M, et al. Value Health. 
2006;9:A298; 16. Hunter R. Adv Ther. 2015;32(1):69–85; 17. Handorf EA, et al. J Oncol Pract. 2012;8(5):267–274; 18. Gandhi L, et al. N Engl J Med. 2018;378(22):2078–2092; 19. Rodriguez-Abreu, D. et al. Ann Oncol. 2021;32(7):881–895.

Funding: This study was sponsored by Merck (CrossRef Funder ID: 10.13039/100009945).

Disclosures: RB, HW & WB are employees of Delta Hat, who were funded by Merck, to conduct the analyses. HV is an employee of Merck.

Presented at the International Society for Pharmacoeconomics and Outcomes Research (ISPOR) Europe 2023 | November 12–15, 2023 | 
Copenhagen, Denmark and virtual

• This study explores different 
modelling approaches and 
sources to estimate the relative 
effectiveness of tepotinib versus 
CT+IO in an untreated adult 
population of patients with 
advanced NSCLC harboring 
METex14 skipping 

• Using different modelling approaches, tepotinib demonstrated a 
progression-free QALY and survival benefit versus CT+IO, thus providing 
evidence of clinical benefit; the greatest differences in the data are driven 
by post-progression survival

• One of the methods relies on data specifically in a METex14 skipping 
population; while other methods rely on the wider NSCLC population, 
which is a limitation of the analysis

• METex14 skipping has been identified as a biomarker with distinct characteristics, constituting 
3‒4% of the overall NSCLC population, and are associated with poor prognosis1,2

• Based on outcomes from clinical trials, clinical guidelines currently recommend 
chemoimmunotherapy (CT+IO) as first-line treatment in non-oncogenic NSCLC for untreated 
patients.3 There are, however, no published clinical trials available for CT+IO in 
METex14 skipping NSCLC

• Tepotinib is a highly selective, targeted, orally administered MET inhibitor. In the single-arm 
Phase II VISION study of patients with NSCLC harboring METex14 skipping, tepotinib 
demonstrated robust and durable clinical activity, with a manageable safety profile1,2

OBJECTIVES

Figure 1. Partitioned survival model diagram

Figure 3. OS and PFS PSMs for tepotinib vs CT+IO using each method

• Figure 3 presents the base case survival curves for OS and PFS. In all 
approaches, tepotinib is projected to have higher PFS in the long term. With 
the exception of the HR approach (Method 2), tepotinib is projected to have 
longer OS

• Table 1 presents the total life-years (LYs) and QALYs associated with each 
method

• The MAIC approach (Method 3) estimated the greatest survival benefit for 
tepotinib versus CT+IO at 2.28 years (5.94 vs 3.66), followed by the RWD 
approach (Method 1) with 1.25 years (3.56 vs 2.31) 

• The HR approach (Method 2) showed a survival decrement of 1.75 years 
(3.56 vs 5.31) 

– This is due to the OS curves predicting higher outcomes for CT+IO. The CT+IO 
curves rely on the RWD of first-line chemotherapy, which is impacted by subsequent 
therapies (e.g. immunotherapy or MET-targeted treatments) 

• When assessing the impact on PFS, the results of tepotinib versus CT+IO 
ranged from 0.52 to 2.85 LYs, whilst their QALY gain ranged from 0.33 to 
1.46 QALYs. Total incremental QALYs ranged from −0.86 to 1.17

Table 1. Resulting base case QALYs and LYs for tepotinib vs CT+IO

Drug

Total Incremental

LYs QALYs LYs QALYs

PF PD Total PF PD Total PF PD Total PF PD Total

1. RWD

Tepotinib 2.22 1.34 3.56 1.33 0.69 2.02

CT+IO 1.10 1.21 2.31 0.72 0.70 1.42 1.12 0.13 1.25 0.60 −0.01 0.60

2. HR

Tepotinib 2.22 1.34 3.56 1.33 0.69 2.02

CT+IO 1.70 3.62 5.31 1.01 1.87 2.88 0.52 2.28 −1.75 0.32 −1.18 −0.86

3. MAIC

Tepotinib 4.51 1.43 5.94 2.49 0.71 3.20

CT+IO 1.66 2.00 3.66 1.04 1.00 2.04 2.85 0.57 2.28 1.45 −0.29 1.17

Figure 2. Efficacy methods

Tepotinib: Parametric survival models (PSMs) fit to the previously 
untreated patient cohort in VISION

CT+IO: PSMs fit to RWD, specifically in a population with METex14 
skipping NSCLC, weighted to the untreated cohort in VISION

Tepotinib: PSMs fit to the untreated cohort in VISION

CT+IO: Published HRs from a CT+IO versus chemotherapy trial 
(KEYNOTE-189)18 in the wider NSCLC population, applied to PSMs fit 

to real-world chemotherapy data in METex14 skipping NSCLC 
population, weighted to the untreated cohort in VISION

Tepotinib: PSMs fit to match-adjusted untreated VISION cohort 
matched to the CT+IO KEYNOTE-189 population 

CT+IO: PSMs fit to pseudo patient-level data from digitized 
KEYNOTE-189 data19

Method 3. Match-adjusted indirect comparison (MAIC)

Method 2. Hazard ratio (HR)

Method 1. Real-world data (RWD)

• A three-state partitioned survival model was 
developed to represent health states of patients 
with NSCLC over a 30-year time horizon  
(Figure 1) 

• Within the model, three methods were 
implemented to compare the efficacy of tepotinib 
versus CT+IO, with the aim of showing survival 
outcomes and benefits (Figure 2) 
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