P1025 Introduction

« CARTITUDE-4 demonstrated superior efficacy of ciltacabtagene autoleucel (cilta-cel, a Data analyzed in the Flatiron cohort were real-world progression-free survival (PFS), which Figure 1: Selection of comparator cohorts
BCMA-directed CAR-T therapy) vs pomalidomide, bortezomib, and dexamethasone (PVd) included progression, next treatment, and deaths as events

] ] . L N N . . .
or daratumumab, pomalidomide, and dexamethasone (DPd) in patients with lenalidomide- . - L . Participants in Flatiron registry (n=14,019
‘ o m a rat I ve E ffe ct I Ve n e S S refractory multiple myeloma (MM) after 1-3 prior lines of therapy (LOT)! As the base case, the inverse probability of treatment weighting was used to adjust for P gistry ( )
DPd and PVd N G N c N x (NCCN)-preferred unbalanced baseline covariates: proteasome inhibitor (Pl)-refractory status, anti-CD38-refractory
- an are National Comprehensive Cancer Networl -preferre status, cytogenetic profile, International Staging System (ISS) stage, time to progression on last - ; : : "
regimens for treatment of lenalidomide-refractory MM after 1-3 prior LOT LOT, number of prior LOT, years since diagnosis, age, and hemoglobin level Participants who received a Pl agig\:'; )and were lenalidomide refractory

m
Of ‘ I I ta c a bta e n e In general, little is known about the comparative efficacy of cilta-cel vs standard of care — Prior transplant, Eastern Cooperative Oncology Group performance status (ECOG PS), race,
regimens in real-world settings

sex, and MM type were also included in the fully adjusted sensitivity analyses

Here, we compare the relative efficacy of cilta-cel in CARTITUDE-4 vs real-world i . . i Participants who received 1-3 prior LOT (n=2285)
physician’s choice (RWPC) using an external control arm from the Flatiron Health MM Comparative effectiveness was estimated for PFS and time to next treatment (TTNT). Overall

A u to I e u Ce I F ro m t h e cohort registry survival (OS) data in CARTITUDE-4 were immature at the time of the analysis
— Time O for cilta-cel is apheresis (with PFS measured from randomization) Participants with ECOG PS of <2, estimated glomerular filtration rate of

240 mL/min/1.73 m?, hemoglobin 28 g/dL (n=1332)
Methods — Time 0 for RWPC is when patients met inclusion criteria

= + Data from February 2016 to December 2022 were extracted from the Flatiron Health US " o .
- rl a vs cohort registry of deidentified patient-level electronic health records for patients who Sensitivity analyses conducted were the multivariate regression and doubly robust methods? Main analysis (1977 eligible L corresponding to n=1332 patients)
matched key eligibility criteria for CARTITUDE-4 (Figure 1) The estimand was the average treatment effects on the treated, ensuring that RWPC patients
- - y The CARTITUDE-4 study data cut-off was November 2022 resembled patients in CARTITUDE-4 IMID, immunomodulatory drug.
Real-World Physician’s
Results
n
+ The CARTITUDE-4 cohort consisted of 208 patients in the cilta-cel arm (median follow-up, The most commonly used RWPC regimens in the Flatiron cohort were:
o I ce o e ra py ro m 15.9 months); of these, 176 patients received a cilta-cel infusion as study treatment DPd (12.7%)
- . o

The Flatiron cohort consisted of 1332 patients, corresponding to 1977 eligible LOT
(external control arm; median follow-up, 34 months) (Table 1)

= = =
t h e F I atl ro n Re I St I n Bl toaeE beeelln dEEEEE e el v e e eslat e ~ Daratumumab (with or without dexamethasone; 7.0%) and other MM combinations (which included all MM drugs not recommended as regimens by NCCN, which may include any
) . - iy " - X : o
imbalances: 1SS stage IIl, 5.8% vs 26 2%; high-risk cytogenetics, 59.1% vs 20.3%: PI, IMiD, anti-CD38 monoclonal antibody, melphalan, cyclophosphamide, or selinexor; 16.6%)
prior transplant, 82.2% vs 44.4%, respectively Cilta-cel PFS was numerically prolonged compared with RWPC PFS: median PFS for cilta-cel was not reached (NR; 95% Cl, 22.8-not estimable [NE]) vs 6.7 (95% Cl, 5.6-7.9)
months for weighted RWPC (adjusted base model) (Figure 2)

I I - d H d R f t Baseline characteristics were similar between the 2 cohorts after adjustment
e n a I o m I e - e ra c o ry Median TTNT for cilta-cel was NR (95% Cl, 21.4-NE) and 9.1 (95% ClI, 7.4-11.6) months for weighted RWPC (adjusted base model) (Figure 3)

Table 1: Baseline characteristics prior to adjustment The unadjusted hazard ratio (HR), base model with adjusted HR, and full model with adjusted HR all favored cilta-cel over RWPC for PFS and TTNT (Table 2)

u I p e ye o m a ’ (N=1977) (N=208) Figure 2: PFS Table 2: HR for cilta-cel vs RWPC
Refractory to Pl 1323 (66.9) 103 (49.5) 1.00
Refractory to anti-CD38 207 (10.5) 50 (24.0) — Flatiron weighted Cilta-cel vs RWPC, HR (C1) ﬂ T
Iy ; —+ Flatiron unweighted ’
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Conclusions Age. y
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Missing outcomes, such as progression data, may have biased
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