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(@\ Discussion

We identified a newer data cut of ZUMA-1 after the NICE and ICER assessments.’ Table 3
compares the key OS extrapolation results reported in the health technology assessments (HTAS),
with the latest data cut available. Using digitized data, Figure 1 shows the overlay of original and
newer Kaplan—Meier data, as well as the preferred extrapolations in the HTAs.
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o Background and objectives

Chimeric antigen receptor T-cell (CAR-T) therapy is a transformative therapy that involves
patients’ own immune cells being collected, engineered, and infused back to attack cancer
cells. In 2017, two CAR-T therapies were approved by the US Food and Drug Administration
(FDA): axicabtagene ciloleucel for the treatment of adults with relapsed/refractory diffuse
large B-cell lymphoma (R/R DLBCL)! and tisagenlecleucel for the treatment of pediatric
B-cell acute lymphoblastic leukemia (B-ALL).?

The company base case OS extrapolation approach in NICE TA559 (a log-logistic mixture cure
model with an estimated cure fraction of 50%) appears to predict the latest available Kaplan—

These therapies have recently undergone cost-effectiveness evaluations by the US Institute Meier data better than the ERG-preferred curve and the curves chosen by ICER.

for Clinical and Economic Review (ICER) and the UK National Institute for Health and Care
Excellence (NICE). We reviewed and compared these assessments, focusing on
extrapolation of overall survival (OS), to explore which method was most suitable and
accurate in predicting long-term OS. Trial data

c? Methods
« Company base case: 50.6%
NICE TA559

We identified one ICER evaluation that included two populations and three NICE technology ZUMA-1 - ERG base case: 41.0%
appraisals (TAs) of the cost-effectiveness of CAR-T therapies in B-ALL and R/R DLBCL, which (August 2017)® | Estimated 24-month survival: o
are presented in Table 1. Following review of OS methods in each evaluation, we performed a . 44.19%; those alive at 2 years nmoetggar‘lcfoenov?:up o
tgrgeted sear.ch of updated trial data cuts and compared the original OS extrapolation to the latest ICER DLBCL were considered cured, as 27 1 months
trial data available. 42.00% were alive at 5 years

Table 1: Overview of NICE and ICER CAR-T therapy valuations

Table 3: Comparison of OS extrapolations in CAR-T therapy evaluations vs results from
newer trial data cuts

Newer data cut Notable OS results
date in newer data cut

Evaluation source (data  OSresults in economic evaluation
cut date)

Estimated 24-month survival: Estimated 24-month

survival: 50.5%
(95% CI: 40.2,
August 20187 59.7%); median OS

Key: B-ALL, B-cell acute lymphoblastic leukemia; CAR-T, chimeric antigen receptor T-cell; DLBCL, diffuse large B-cell
lymphoma; ERG, Evidence Review Group; ICER, Institute for Clinical and Economic Review; NICE, National Institute for

Evaluation NICE TA554 NICE TA559 NICE TA567 ICER DLBCL ICER B-ALL Health and Care Excellence; OS, overall survival; TA, technology appraisal.
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Table 2: OS extrapolation methods used in CAR-T therapy evaluations —|CER (log-normal + general population mortalty)

Method for extrapolation

Final model approach (if Key: DLBCL, diffuse large B-cell ymphoma; ERG, evidence review group; ICER, Institute for Clinical and Economic Review;

SValtiaton (base case) e applicable) KM, Kaplan-Meier, NICE, National Institute for Health and Care Excellence; OS, overall survival; TA, technology appraisal.
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uncured patients followed this highly uncertain _ _ _ .
parametric curve from time of Mixture cure models seem to be a potentially suitable and promising method and have
infusion predicted Kaplan—Meier data available from a newer trial data cut more accurately than
Weibull mixture cure model, | Cure fraction was a key driver of results Company_s prefc_arred : other methods.
using a logistic regression to | and was highly uncertain given that it extrapolation using mixture : : i : :
" _ _ . .| cure models; since longer- In the recent ICER guidance on assessing high-impact single and short-term therapies,
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