P967 Introduction

+  CARTITUDE-4 demonstrated superior efficacy of ciltacabtagene autoleucel + Data analyzed in the Flatiron cohort were real-world progression-free survival (PFS), which Figure 1: Selection of comparator cohorts
e [J (cilta-cel, a BCMA-directed CAR-T therapy) vs pomalidomide, bortezomib, and included progression, next treatment, and deaths as events
dexamethasone (PVd) or daratumumab, pomalidomide, and dexamethasone (DPd) in s f : : =
C O m p a r a t I V e E I I e C t I V e n e S S patients with Ienglidoznide—refractory ml?ltiple myeloma (MM) after 1-3 Prior(lines) of + Asthe base case, the inverse probability of treatment weighting was used to adjust for unbalanced Participants in Flatiron registry (n=14,019)
therapy (LOT)! baseline covariates: proteasome inhibitor (Pl)-refractory status, anti-CD38-refractory status,

cytogenetic profile, International Staging System (ISS) stage, time to progression on last LOT, ;e : 5 p p
- DPdand PVd are National Comprehensive Cancer Network (NCCN)-preferred regimens nzml?er of pr?or LOT, years since diag?\ogis );ge arsd h(:mog?obin level prog Participants who received a Pl and IMiD and were lenalidomide refractory

[ )
O f C I It a C a bt a e n e for treatment of lenalidomide-refractory MM after 1-3 prior LOT ’ ’ ’ (n=3121)
. . . — Prior transplant, Eastern Cooperative Oncology Group performance status (ECOG PS), race,

In general, little is known about the comparative efficacy of cilta-cel vs standard of care . . . PR
A ! " sex, and MM type were also included in the fully adjusted sensitivity analyses - . .
regimens in real-world settings Participants who received 1-3 prior LOT (n=2285)
Comparative effectiveness was estimated for PFS and time to next treatment (TTNT). Overall

Here, we compare the relative efficacy of cilta-cel in CARTITUDE-4 vs real-world : k v N ¢ 5
u O e u C e r O m e physician’s choice (RWPC) using an external control arm from the Flatiron Health MM survival (OS) data in CARTITUDE-4 were immature at the time of the analysis
cohort registry — 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 =8 g/dL (n=1332)

o Methods — Time O for RWPC is when patients met inclusion criteria
- rI a VS + Data from February 2016 to December 2022 were extracted from the Flatiron Health US Sensitivit | ducted th Itivariat [ d doubly robust methods?
cohort registry of deidentified patient-level electronic health records for patients who ensitivity analyses conducted were the muftivariate regression and doubly robust methods Main analysis (1977 eligible LOT, 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
R e a I W O r I d h e o 9 The CARTITUDE-4 study data cut-off was November 2022 resembled patients in CARTITUDE-4 D, Immnomoratoycig.
- Physician’s
Results
°
«  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:
I y 15.9 months); of these, 176 patients received a cilta-cel infusion as study treatment DPd (12.7%)
- . 70,

The Flatiron cohort consisted of 1332 patients, corresponding to 1977 eligible LOT _
o o o (external control arm; median follow-up, 34 months) (Table 1)
t h e F I a t I r O n R e I St r I n - Prior to adjustment, baseline characteristics for cilta-cel vs the Flatiron cohort showed - 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 PI,
5 H il i il i H 5 0,
imbalances: ISS stage Ill, 5.8% vs 26.2%; high-risk cytogenetics, 59.1% vs 20.3%; prior IMiD, anti-CD38 monoclonal antibody, melphalan, cyclophosphamide, or selinexor; 16.6%)
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 e n a I I d O m I d e - R efr a Ct O r - Baseline characteristics were similar between the 2 cohorts after adjustment
y Median TTNT for cilta-cel was NR (95% Cl, 21.4-NE) and 9.1 (95% Cl, 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 y e 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) X
i Flatiron weighted
Refractory to anti-CD38 207 (10.5) 50 (24.0) _—:: i 9. " Cilta-cel vs RWPC, HR (CI) “ TINT
i i i atiron unweignhte
Cyrille Touzeau', Brea Lipe?, Abdullah M Khan?, Binod Dhakal“, Sandhya Nair5, Jianming He®, Seina Lee’, Cytogenetic risk categories

Carolina Lonardi®, Ana Slaughter®, Nikoletta Lendvai'®, Jordan M Schecter', Diana Chen", Man Zhao'?, High risk 401(20.3)° 123 (59.1)° g ~+ Cilta-cel 0.29 0.32
Tzu-min Yeh'©, Xavier Leleu'3, Noemi Puig'4, Dominik Dytfeld', Elena Zamagni'é, Katja Weisel", Lionel Karlin'8, Standard risk 1072 (54.2) 69 (33.2) (0.22-0.37) | (0.25-0.42)
Michel Delforge™, Paolo Corradini?®, Roberto Mina?', Wilfried Roeloffzen??, Surbhi Sidana?® Unknown 504 (25.5) 16 (7.7) . . i ]

ISS categories

Centre Hospitalier Universitaire de Nantes, Nantes, France; 2University of Rochester Medical Center, Rochester, NY, USA; 3The Ohio State University Comprehensive Cancer Center, Columbus, 755 (38 2) 136 (65 4)
OH, USA; “Medical College of Wisconsin, Milwaukee, W1, USA; 5Janssen Pharmaceutica NV, Beerse Belgium; 6Janssen Global Services, Raritan, NJ,USA;Janssen Research & Development, Titusville, -

Pomalidomide and dexamethasone (8.5%)

Unadjusted

Inverse
probability of Base model, 0.29 0.36

treatment adjusted (0.22-0.38) (0.26-0.48)
weighting

NJ, USA; ®Janssen Research & Development, Buenos Aires, Argentina; °Cilag Zug, Swi ; 0Janssen Research & Development, Raritan, NJ, USA; TJanssen Research &

Development, Shanghal, China; IQUIA, Shanghai, China; "CHU Poitiers, Poitiers, France; “Hospital Universitario de Salamanca, Salamanca, Spain; 'Poznan University of Medical Sciences, Pozna, 704 (35.6) 60 (28.8)
Poland; ®University of Bologna, Bologna, Italy; "University Medical Center Hamburg-Eppendorf, Hamburg, Germany; Centre Hospitalier Lyon Sud, Pierre-Bénite, France; PUniversity of Leuven,
Leuven, Belgium; 0F ondazione IRCCS Istituto Nazionakle dei Tumori Milano, University of Milano, Milan, italy; 2'A.0.U. Citta della Salute e della Scienza di Torino, Turin, Italy; 22University Medical 518 (26.2) 12 (5.8)
Center Groningen, ) University School of Medicine, Stanford, CA, USA

Standard probability

Full model, 0.27 0.33
Progression on last LOT, mo adjusted (0.20-0.37) (0.24-0.46)

<16 1564 (79.1) 102 (49.0)

>16 413(20.9) 106 (51.0) . T . 0.29 0.32
Key Takeaway Prior LOT 30 Unadjusted 022-037) | (0.25-0.42)
545 (27.6) 68 (32.7) Time, mo
- - - _ Q r—a 2 Doubly robust
In this anaIyS|s,_ C|It_a cel d_em t_rated superior clinical benefit over 752 (38.0) 83 (39.9) Flatiron welghteds 1977 619 200 150 a7 (sansitivity
RWPC for earlier-line patients with PI- and IMiD-exposed, relapsed, . _ 680 (34.4) 57 (27.4) Flatiron unweighted® 1977 614 261 151 64 analysis)
lenalidomide-refractory MM Duration from diagnosis to index, y Cilta-cel 208 163 25 0 0

<3 1409 (71.3) 104 (50.0) » ‘ ‘ o Full model, 0.27 0.33
>3 568 (28.7) 104 (50.0) Number at risk in the Flatiron cohort are rescaled to match the unadjusted number of eligible LOT in Flatiron. adjusted (0_20_0_37) (0.24_0.45)

Conclusions Age, y

Base model, 0.28 0.36
adjusted (0.21-0.37) (0.27-0.48)

0.29 0.32

783 (39.6) 126 (60.6) Figure 3: TTNT Unadjusted (022-037) | (0.25-0.42)

@ Cilta-cel reduced the risk of progression or death by 71% vs RWPC =68 1194 (60.4) 82 (39.4) . —+ Flatiron weighted

. . Hemoglobin, g/dL . . Multivariable
and the risk of moving to next treatment by 64% T o ~+ Flatiron unweighted regression Base model, 0.28 032
859 (43.2) 8@ '5) —+ Cilta-cel (sensitivity adjusted (0.21-0.36) | (0.24-0.42)

analysis
e . . Prior transplant 878 (44.4) 171(82.2) ysis)
@ Results of the full model and sensitivity analyses were consistent TCOGPS
with the base case 0 791 (40.0) 114 (54.8)
1 1186 (60.0) 94 (45.2)
Race
White 1302 (65.9) 157 (75.5)
6 (2.
45 (21

Full model, 0.29 0.32
adjusted (0.22-0.38) | (0.24-0.42)

Standard probability

OS data for CARTITUDE-4 were immature at time of this analysis;
OS benefit of cilta-cel vs RWPC will be analyzed when OS data

Black 308 (15.6) 9) B . matures in CARTITUDE-4
Not reported/other 367 (18.6) .6) ) 1
Sex, male 1093 (55.3) 116 (55.8)
Type of MM

1gG 1204 (60.9) 113 (54.3)
Light chain 290 (14.7) 47 (22.6) Flatiron weighted® 1977 743 350 196 The Flatiron cohort did not have data available for response

Flatiron unweighted® 1977 727 302 174 outcomes, comorbidities, and plasmacytomas

Limitations of this analysis include:

. - As with any nonrandomized study, the potential for residual
Time, mo confounding cannot be excluded

E E Please scan QR code https://www.congresshub.com/Oncology/EHA2024/Cilta-cel/Touzeau
) Poster . ) o ) — Other 483 (24.4) 48 (23.1)
The QR code is intended to provide scientificinformation forindividual Cilta-cel 208 164 27 0 Missing outcomes, such as progression data, may have biased

any way. gain/amp(1q). aNumber at risk in the Flatiron cohort are rescaled to match the unadjusted number of eligible LOT in Flatiron.

=
1) reference, and the information should not be altered or reproduced in aIncludes any of the following: del17p, t(4;14), or t(14;16). bincludes any of the following: del17p, t(4;14), t(14;16), or the comparison results against cilta-cel
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