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INTRODUCTION

* Patients with relapsed or refractory (R/R) large B-cell lymphoma (LBCL) used to
have a poor prognosisi. Chimeric Antigen Receptor T-cell (CAR-T) therapy is a
promising treatment option for these patients, demonstrating high response rates
and durable remissions.

* |n August 2018 the EMA approved the first two CAR-T products, axicabtagene
ciloleucel (axi-cel) and tisagenlecleucel (tisa-cel), to treat adult patients with R/R
LBCL after 22 lines of systemic therapy, based on the results of the pivotal phase 2
trials ZUMA-1 and JULIET.%3

* Inthe UK and the Netherlands axi-cel and tisa-cel have become standard of care for
patients with R/R LBCL after 22 lines of systemic therapy.%>

* Indications are rapidly expanding and moving to earlier lines and new products are
becoming available.

« However, the high costs of CAR-T (list price of +€ 320 000 per product) raise
concerns and strategies to improve affordability are needed.

AlM

To evaluate the cost-effectiveness of two CD19-directed CAR-T products, axi-cel and

tisa-cel, compared to the prior standard of care for R/R LBCL after >2 lines of systemic
therapy, and the impact of country settings and performance-based managed entry
agreements (MEASs)

METHODS

* Decision-analytic modeling was used to compare the cost-effectiveness of axi-cel
and tisa-cel with the prior standard of care (pSoC) for adult patients with R/R LBCL
after 22 lines of systemic therapy from 2 perspectives:
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 Total costs, effects (life years and quality-adjusted life years (QALYs)) and
incremental cost-effectiveness ratios (ICERs) were estimated using a partitioned
survival model* with three health states:
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*The model was developed using R software (Version 4.2.2)

e Sensitivity and scenario analyses were conducted to assess uncertainties and the
impact of two performance-based MEAs:
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Condition: Payment conditional on if a
patient is alive and progression-free
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RESULTS

Incremental costs, QALYs and ICERs of axi-cel and tisa-cel compared to pSoC in the UK

and the Netherlands
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Abbreviations: ICER, incremental cost-effectiveness ratio; pSoC, prior standard of care; QALY, quality-adjusted life year; WTP-threshold, willingness-to-pay threshold.
*Average exchange rate Euro (EUR) to British Pound (GBP) in 2022: 1 EUR(€) = £0.85 GBP(£)
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CONCLUSION

Both CAR-T products were not cost-effective mainly due to their high costs.
Axi-cel resulted in a lower ICER compared to tisa-cel due to greater health benefits.

By incorporating performance-based MEAs the ICER for axi-cel and tisa-cel in both
countries decreased, but both axi-cel and tisa-cel were still not cost-effective.

Differences among countries were primarily influenced by differences in discount
rates and perspectives (healthcare vs societal).

Next steps include validating the input and assumptions with clinical experts.
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