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BACKGROUND & OBJECTIVE

® Treatment options for patients with advanced (unresectable or metastatic) melanoma are limited after progression on immune checkpoint inhibitors (ICI) and targeted therapies.’

® In addition to poor survival outcomes in post-ICl and targeted therapy settings?, substantial symptom burden of advanced melanoma can have widespread impacts on patients’ quality of life (QoL), which is often worsened by sleep problems, anxiety, stress
pain and discomfort related to their disease condition.? A recent systematic review conducted by Bagge et al. (2022) assessing health-related QoL (HRQoL) from 16 published studies using the Functional Assessment of Cancer Therapy-Melanoma
questionnaires showed decreasing assessment scores (i.e. decreased QoL ) with increasing stages of disease.?

® Lifileucel is a one-time autologous tumor-infiltrating lymphocyte cell therapy’-3, distinct from ICls and targeted therapies which have recently transformed the treatment landscape for advanced melanoma.*

® Efficacy and safety of lifileucel for patients with advanced melanoma who are relapsed or refractory to ICls was investigated in C-144-01 (NCT02360579) study, which is a global, multicenter, single-arm, Phase Il trial.>® Results from C-144-01 study
demonstrated durable response benéefits for lifileucel °, and led to its approval by FDA® and Health Canada’ for the treatment of adults with advanced melanoma who had progressed on ICls and, if BRAF V600-positive, also on BRAF + MEK inhibitors.

® In the C-144-01 study, the Full Analysis Set (FAS) which consisted of 153 patients pooled across Cohort 2 (n=66) and Cohort 4 (n=87) represented a heavily pre-treated patient population.” In the FAS, patients received a median of 3 prior lines of therapy
(LoT) (mean: 3.29, range: 1-9).8 In a subset of FAS where patients received lifileucel infusion within proposed dosing range specified in summary of product characteristics and manufactured at commercially-approved facilities (n=106), median number of prior
LoT was also 3 (mean: 3.41, range: 1-9).°

® HRQoL data in advanced melanoma after progression on ICls and targeted therapies remain scarce, as most published EQ-5D studies reflect relatively earlier-line settings or mixed populations compared to C-144-01 study population. Limited evidence on the
HRQoL data of heavily pretreated advanced melanoma patients from clinical trial or real-world settings underscores the need to characterize HRQoL outcomes for this population and inform economic evaluations for potential health technology assessments.

® The primary objective of this study was to perform a descriptive analysis of HRQoL data collected in the C-144-01 trial and to derive EQ-5D utility values targeted for the UK population from EORTC questionnaires using a published algorithm. The secondary
objective of this study was to explore differences in HRQoL data across key clinical subgroups.

METHODS RESULTS (continued)

® Patients’ HRQoL was assessed in the C-144-01 study using the EORTC questionnaire as an exploratory endpoint.8 Figure 1. Distribution of mapped EQ-5D-3L scores with respect Figures 2. Summary (95% CI and range) of mapped
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understanding HRQoL trends in advanced melanoma.
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® Sources of inconsistencies contributing to the sparsity of the HRQoL data in the trial included not always collecting
surveys at baseline due to protocol misunderstandings, allowing patients to refuse participation in the questionnaires, not CONCLUS'ONS
ensuring patients answered all questions when given the assessment. Therefore, missingness of HRQoL data was not _ _ S _ - _
random in the study which could affect the statistical reliability of mapped utility estimates. ® For previously treated adv_anced m.elanoma pat_lents receiving lifileucel, pre-progression EQ-5D utilities were successfu_lly derived
from the collected data using a validated mapping algorithm. The selected model generated a range of clinically plausible, stable
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The HRQOL data_was onl_y an exploratory outcome of the study, but its collection was not designed with the Same rigor estimates that were consistent with published utility scores for second or later line advanced melanoma, reassuring external
as primary endpoint or efficacy outcomes from the study. Therefore, collected data were not completely suitable to dress validity,14.18.19.20

economic evaluation.

® The candidate and selected models mapping the data to EQ-5D scores were based on populations with differing
demographics and disease characteristics (e.g. Korea, France) than the UK. Therefore, robustness of the mapped
scores and their appropriateness as a direct input in economic modelling should be approached with caution due to
potential confounding effects from the study populations used to derive the mapping algorithms.

®* Mapped EQ-5D scores reflect patients’ HRQoL only for a limited duration after infusion as per trial protocol HRQoL data
were collected only until progression/subsequent anti-cancer therapy. For a more thorough and longitudinal assessment
of lifleucel’'s impact on patients’ QoL, HRQoL data after progression/subsequent anti-cancer therapy would be needed.

® Subgroup analyses revealed clinically expected differences, with slightly higher utilities in responders and in patients with fewer
prior LoT, reflecting the relationship between disease control and improved QoL.

® Results indicate that lifileucel treatment does not only provide durable clinical benefit but may also help maintain or improve QoL in
patients with advanced melanoma who have progressed on multiple prior therapies.

® Sparsity of data and single-arm nature of C-144-01 study may limit the generalizability of the findings to broader heavily pretreated
advanced melanoma populations, emphasizing the value of additional data from confirmatory studies to verify appropriateness of
mapped EQ-5D scores in economic evaluations.
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