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DISCUSSION

INTRODUCTION

RESULTS

« Chimeric antigen receptor T-cell (CAR T) therapy production requires a « Survival projections were modelled for the three hypothetical patient  In the real-world setting, there are multiple factors that can
multistep process which includes leukapheresis, manufacturing, cohorts with different V2VTs (Figure 2). impact V2VT for patients receiving CAR T, and delays during this
transport and storage, and Igstly !nfus!onﬂ. o . . An estimated 2,700 3L+ LBCL patients were assumed to be eligible for multi-step process may impact patient outcomes.

: I\?;Vt_:_r;‘ze Jrom |9Ur‘:?$1heresi§ t?, mfusg? IS kf‘OWd” ’?S' Ve[[”'t?]jVE'ID ::tr'ne CAR T in the US."2 Our study synthesizes publicly available real-world data to

, QUrnNg whnich a patient's conaition may aeteriorate, nignilighting : i . . i : demonstrate a potential difference in survival outcomes based on

A e o et e . Our modeling cemonstated hat outcomes were_primay
| H 8 r LBCL) t P ted with CAR Tpth . tLy 3L?r i ’ Case 1: 24 days determined by a higher probability of reaching infusion and,
ysr?np tohrgabe(;travailatzlerg\e/]ideenc\:,\g erapy in the setting, 90% subsequently, improved outcomes were demonstrated for infused
using ' aoe B 1 U Case 2: 54 days patients compared with those not infused. Outcomes were

O BJ ECTIVES — = = Case 3:37days improved across a range of tested sensitivity analyses.

70% Strengths:
- : : : :

- To compare the lifetime outcomes of a hypothetical cohort of patients 2 60% * The first study to estimate a formal relationship between
receiving CAR T therapy for the treatment of r/r LBCL in the 3L+ 5 . V2VT and infusion success using regression model.
setting, but with differing V2VTs. § Sl * Incorporation of current real-world evidence for infused and non-

2 40% infused outcomes.
M ETHODS 20% - A modular, relatively simple and transparent model design
which serves as a foundation from which further work can be

»  Adecision tree model with outcomes associated with a ‘long’ or ‘short’ a0 conducted when additional data may become available.

V2VT was developed in MS Excel (Figure 1). 10% Limitations:

Model outputs included Life Years (LYs) and Quality Adjusted Life 0% * Due the lack of available evidence, the model is reliant on range
Years (QALYS) of sources with limited granularity. Thus, we are unable to fully

Figure 1. Simplified model schematic e : 10 i _ e = . e - interrogate the relationship between V2VT and survival, while

' Time (years) removing potential confounders. Availability of rich real-world
Infused ~— *  Median overall survival for the three hypothetical patient cohorts were 19.5 patient data with long-term follow-up data is needed to robustly
‘Long’ VTVT —(J} > months, 8.5 months and 10.5 months for case 1, 2, and 3 respectively. estimate the relationship between V2VT and long-term survival.
Not infused \ *  Reducing V2VT from 54 to 24 days led to a 3-year gain in life expectancy ° As aresult, and as is common in mOQellllng studies, a number
> (4.2 vs 7.7 additional LYs), and an additional 2 QALY (2.9 vs 5.3) per ale;?xi'ma;:;molﬁ;t'Srri\jg\if;l]zfear:;ﬁsLnrﬁlitrllglnngo- g;fr;?;h;atilﬁne fcafc ;23
patient (Table 2). ’ ! ) ot
- Asmaller reduction in V2VT (37 to 24 days) produced 2.6 additional LYs, Zﬁﬁiietshfﬁﬁ'fﬁhQ'SlvtiﬁiglVivrﬁpiifgmi‘leaafs”ugﬁpﬁl ﬁg”s't'v'ty
S~—— or 1.8 additional QALYs (not shown). '
Infused S ( ) - Data from older studies reflect the reality of outcomes for patients
‘ ’ : : treated when these studies were conducted*®. Since our analysis
Short V2VT4C:< e \ Table 2. Base case per patient and population level results s reliant on available published evidence it may not be enti);ely
, o T > reflective of contemporary outcomes, for example we did not
V2VT: Vein-to-vein time; Short V2V'T: 24 days from leukapheresis to infusion; Long V2VT: 54 days : : C .
from qukapheresis to infusion. Squarg nodes represent decision gates. Circular.nodes represent Total per- Incremental per Incremental US form_a”y mterroga!:e the 'mP.aCt of b”dgmg on outcomes. This
g;%%%bggypzzzgﬁ.eglz l%r.aphs to the right of the diagram represented modelled lifetime outcomes patient patient population provides opportunity for additional research.

outcomes outcomes outcomes * In the absence of direct, comparative evidence, our analysis is
limited to outcomes based on patients treated with axi-cel.’
Further differences due to varying levels of efficacy across
different CAR T-cell therapies might be expected, however due to
data limitations we were not able to make this comparison.

* In the absence of a single source of data, the model was informed by a
variety of published literature including clinical studies of CAR T
therapies that reported data on time from leukaphereses to infusion
and % of leukapheresed patients who were successfully infused, as
well as studies that investigated the relationship between survival and ‘Short’ V2VT: 24 days 7 68 526 - - - -

V2VT, and differences in survival for infused vs non-infused patients
‘Long’ V2VT: 54 days 4.24 2.90 3.44 2.36 9,328 6,385 C O N C L U S I O N S

(Table 1).4-10
*  Our modelling study suggests that V2VT may be an important

Table 1. Data inputs used in model

V2VT: Vein-to-vein time; Short V2VT: 24 days from leukapheresis to infusion; Long V2VT: 54 days from dict f out in R/R LBCL
m leukapheresis to infusion. LYs: Life years; QALYs: Quality-adjusted life years; US: United States. predaictor ot outcomes In :
* Further, our findings suggest better outcomes associated with

Definition of ‘long’ Median V2VT reported from pivotal CAR T trials in E : L a shorter V2VT highlights that timely and effective CAR T
_ - Extensive sensitivity analyses were performed and all analyses showed ghlig y
or ‘short’ V2VT 3L+ LBCL setting: ZUMA-1 (24 days)*, JULIET (54 4 Y P Y manufacturing may be important for optimizing patient

that a shorter V2VT time led to an improvement in outcomes (Table 3).

days)5 , and TRANSCEND-NHL (37 days).6 o _ outcomes.

. . _ o « The sensitivity analyses demonstrates that outcomes are largely driven by . .
Probability of Linear regression model based on proportion infused the post-infusion outcomes as a function of V2VT, and the probability of - Efforts to shorten all steps in the process from leukapheresis to
infusion and median V2VT from published trials.4® infusion as a function of V2VT parameters. infusion may be key to further improve outcomes for patients

treated with CAR T therapies.

U CUNETGES - WIS CS huobisliafy Uiy SN e12) WO [l Table 3. Sensitivity analyses incremental results on LYs - While data in this area is sparse, we hope our study may

—n9n-infused world gviSSence for base-case analysis and sensitivity orompt further data collection and reporting for V2VT in
SEIIETLE SELELE: : _ general, including proxy measures for patients who are not
Lifetime outcomes Mixture cure modelling using survival data from real- Scenario number and description LYs: LYs: infused. This would allow for specific investigations to be
— infused patients world evidence for base-case analysis’ and sensitivity Per-patient US population undertaken, including the reasons why V2VT can vary across

analysis.8- individuals, regions, and the impact of bridging strategies on
Efficacy of ‘long’ Hazard ratio (1.25) applied to the infused patient Base case results 3.44 9,328 patient outcomes.
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