4046 Introduction

- .  CARTITUDE-4 compared cilta-cel, a chimeric antigen receptor T-cell * International Myeloma Working Group (IMWG) guidelines recommend anti-BCMA * Imbalances in patient characteristics were adjusted for by weighting IPD from
C o m p a ratlve Effl cacy Of treatment targeting B-cell maturation antigen (BCMA), with T-cell redirecting therapy, such as cilta-cel, before anti-BCMA ADCs such as belamaf®; CARTITUDE-4, matching on reported clinically relevant baseline characteristics
physician’s choice between 2 standard of care regimens in however, there is no head-to-head comparison on the efficacy of cilta-cel vs belamaf from DREAMM-7 and DREAMM-8, including cytogenetic risk, International Staging

lenalidomide-refractory patients with RRMM who received 1-3 prior

i . . . . . « This analysis reports matching-adjusted indirect comparisons (MAICs) to estimate :
C I Ita cd btag ene AUtO I eu CEI (C I Ita -Cé I) lines of therapy (LOT), including an immunomodulatory agent and a the relative efficacies of cilta-cel vs BVd and BPd using CARTITUDE-4 individual trials) a

System (I1SS) stage, presence of extramedullary disease, and prior LOT (for both

nd refractory status (for DREAMM-8 only)

D p | _

i proteasome inhibitor (P1) patient data (IPD) and published data from DREAMM-7 and DREAMM-8 « Clinical outcomes analyzed were PFS, complete response (CR) or better, very

Ve rs u s B e I a n t a m a b M afod otl n — Cilta-cel demonstrated significantly improved overall survival (OS) good partial response (VGPR) or better, and overall response rates (ORRs);

and progression-free survival (PFS) (hazard ratio [HR]: OS, 0.55; Methods these were compared using weighted IPD for cilta-cel and simulated IPD using

= PFS, 0.29)2 _ published Kaplan-Meier PFS curves and reported response rates for BVd and BPd
B e I a m af B o rte Zo m I b a n d 3 _ _ _ _ * Unanchored MAICs were performed between apheresed patients from the o - o _

y y - Belamaf, an anti-BCMA antibody-drug conjugate (ADC), in CARTITUDE-4 trial cilta-cel arm (data cut-off: May 2024) and patient populations from — Sensitivity analyses additionally adjusting for age, prior autologous HCT, race,

combination with bortezomib and dexamethasone (BVd) and in the DREAMM-7 and DREAMM-8 trials (data cut-off: October 2023 and January 2024, sex, lg subtype (for both trials), and ECOG PS score (for DREAMM-8 only)

Dexa m et h as O n e a n d Ve rs u S combination with pomalidomide and dexamethasone (BPd) were respectively) were also performed
. - - I 3,4
svaluated in DREAVM-7 and DREAMM-S, respectively .+ Eligibility criteria from DREAMM-7 and DREAMM-8 were applied to the cilta-cel IPD, ~ + For PFS, HRs and 95% Cls were estimated with a weighted Cox proportional
B I f P I - d I d d — Both trials demonstrated improved survival and response rates and outcomes for the matched population were compared against published hazards model, and relative response ratios (RRs) and 95% Cls were
e a m a y O m a I 0 m I e g a n with belamaf in patients with RRMM who received =1 prior LOT34 summary data for DREAMM-7 and DREAMM-8 derived from a weighted logistic regression analysis to compare response rates

D exa m et h as O n e i n P ati e n ts Wi t h Results Progression-free survival Treatment response

* Following adjustment, cilta-cel was associated with prolonged PFS compared with .

Relapsed/Refractory Multiple eiem charactoristes BVd and BPd (Figure 1)

* |n total, 208 apheresed patients were included from the CARTITUDE-4 _ _ _ _ ,
cilta-cel arm, while 243 patients were included from DREAMM-7 and — Cilta-cel demonstrated improvements in PFS, with a 54% and 39% lower risk of

M ye I O m a ( R R M M ) P reVi O u S Iy 155 patients from DREAMM-8 (Table 1) disease progression or death than BVd and BPd, respectively

. Patients from the CARTITUDE-4 cilta-cel arm who would not have been » Sensitivity analyses showed generally consistent results with the base case

Tl‘e ated With 1 —3 P I'I or Li nes Of eligible for DREAMM-7 (n=87) and DREAMM-8 (n=55) were excluded, as SE[L 0] COiT IS

CARTITUDE-4 included patients refractory to anti-CD38 (n=50) who would
not have been eligible DREAMM-7, and patients refractory to bortezomib Figure 1: PFS for cilta-cel vs (A) BVd and (B) BPd

Cilta-cel showed statistically significant superior depth of response with a
51.4%-point difference in 2CR and a 23.9%-point difference in 2VGPR
compared with BVd (Table 2 and Figure 2) and a 41.8%-point difference
in 2CR and a 22.7%-point difference in 2VGPR compared with BPd
(Table 3 and Figure 2); all P<0.0001

Cilta-cel demonstrated a significantly higher ORR with a 10.2%-point
difference compared with BVd and a 11.9%-point difference compared
with BPd

T h e ra py U S ] n g a M atC h I n g -Adj u Sted who would not have been eligible for both DREAMM-7 (n=55) and Table 2: Treatment response of BVd and cilta-cel adjusted to BVd

-8 (n= A _
] ] DREAMM-8 (n=55) 100 Cilta-cel % difference
Indirect Comparison ~ After exclusion, 121 cilta-cel patients remained in the MAIC with BV o | |adueaverva| |7
and 153 remained in the MAIC with BPd =
80 - >CR 86.0 34.6 +51.4 2.49 (2.04-3.03) |<0.0001
>VGPR 89.7 65.8 +23.9 1.36 (1.21-1.53) |<0.0001
Christopher Strouse’, Surbhi Sidana?, Rafael Fonseca?, Joaquin Martinez-Lépez?, ::;I:h:;‘ B:‘:i‘(‘::: ‘;I:g'trzftt?{::cs’ observed and after base case ORR 92.9 82.7 +10.2 1.12(1.03-1.22) | 0.009
YaeI C COhenS, BInOd DhakaIG, I\/IUI'aII Janakiram7, Suzy Van SandenS, JOéO Mendesg, g P X 60 - In the cilta-cel observed cohort, ZC.Rv.v.as 76.9%, ZVGP.Rwas 81.3%, and ORR was 84.6%; differences in percentage with
JOI'IS DIeIS8, SeIna Leeg’ Sundar JagannathIO CART-4 CART-4 ‘I’E; . cilta-cel adjusted vs BVd that are significant are shown in bold.
adjusted to adjusted to @ | . T -
T T ((IIO;I;;;I DI?ESIIIIII;I)-? DREAMM.7 DI?ES‘IV;IISII)-S DREAMM.S S 40 e Table 3: Treatment response of BPd and cilta-cel adjusted to BPd
"Hematology, Oncology, and Blood & Marrow Transplantation, University of lowa, lowa City, 1A, USA; 2Stanford University School of Medicine, (n=121; (n=133; Q. HR observed = 0.92 (0.68-1.23); P=0.5592 Cilta-cel % difference
Stanford, CA, USA; 3Mayo Clinic in Arizona, Phoenix, AZ, USA; “Hospital 12 de Octubre, Complutense University CNIO, MIC, Madrid, Spain; ESS=72) ESS=76) HR adjusted = 0.46 (0.28-0.75); P=0.0020 adjusted to BPd, % cilta-cel RR (95% CI) P value
STel Aviv Sourasky (Ichilov) Medical Center, Tel Aviv, Israel; Gray Faculty of Medical & Health Sciences, Tel Aviv University, Tel Aviv, Israel; i I . ' ' Y ' BPd. ¥% adiusted vs BPd
6Medical College of Wisconsin, Milwaukee, WI, USA; "City of Hope National Medical Center, Duarte, CA, USA; 8Johnson & Johnson, Beerse, High cytogenetic risk,2° % 59 28 28 34 34 20 Median (95%Cl) » J
Belgium; °Johnson & Johnson, Raritan, NJ, USA; '%lcahn School of Medicine at Mount Sinai, New York, NY, USA Cilta-cel observed: NR (34.5-NR) >CR 81.8 40.0 +41.8 2.05 (1.65-2.53) |<0.0001
1 2 42 42 NR : EU?';Z' ;‘d;";sjeﬁ}{NR (NR-NR) >VGPR 86.6 63.9 +22.7 1.36 (1.18-1.56) | <0.0001
R-ISS stage,? % 2 75 54 54 NP - 0 306 (26.4-NR) ORR 89.3 77.4 +11.9 1.15 (1.04-1.29) | 0.010
I I I I I I I I I I I I I
Key Takeawa 3 4 4 4 NP - 0 4 8 12 16 20 24 28 32 36 40 44 48 . . .
y y Etramedullar o 5o » ; ; 3 " Figure 2: Treatment response of BVd and BPd and cilta-cel adjusted
. . . xTameduraty disedse™ ® Months to BVd and adjusted to BPd
Indirect treatment comparisons demonstrated superior PFS and 1 prior LOT,2® % 33 51 51 53 53 N (ESS) — SR LVGPR maCR
response rates with cilta-cel compared with 2 belamaf-containing Refractory to PLo % - NP _ 26 26 Clltarcel observed 208 175 167 157 - 148 - 139 A2 426 80 291010 o0, ekl 89.3%
" BVd d BPd 2 t t th RRM M ’ Cilta-cel adjusted 121 (72) 112 (68) 109 (64) 105 (64) 101 (61) 101 (60) 98 (59) 95(56) 60(34) 27(17) 8(5) 0 (0) 0 (0) 0 7 82.7%
regimens ( dan ) IN patients wi Refractory to CD38.> % 24 NP _ 23 23 BVd 243 205 177 154 137 125 113 85 32 9 2 0 0 80% - 77.4%
1 65 NP - 61 61 B 100- 70% 1
Conclusions ISS stage,” % 2 29 NP . 25 25 K_ > O0% -
 T———— € 50% A
: .y : 3 6 NP - 14 14 e 2
In the absence of head-to-head trials, indirect treatment comparisons - y A - . - 80+ e L o 40% -
< e %
of CARTITUDE-4 vs DREAMM-7 and DREAMM-8 demonstrated ° ° - eammaan, 30% - 31:2% ’3 0,
statistically significant superior PFS with cilta-cel compared with BVd Pe. a7 26752 to 37 35 29 NP i 0 f " 20% -
) ) < — .
and BPd o\‘i b e = == 10% - 3.7% 16.9% 13,59,
=75 3 15 4 NP - ) 0 = 3.2% 4.8% __ 2.1% 97/0
c ()
Cilta-cel also demonstrated statistically significant improvements in 2CR Prior autologous HCT, % 82 67 87 64 87 £ 40 cllta-cel BV Cilta-cel® s
> - o aAdjusted to DREAMM-7. PAdjusted to DREAMM-8. PR, partial response.
and 2VGPR response rates compared with BVd and BPd o = - _ — iy HR observed = 0.78 (0.56-1.09); P=0.1522
ECOG PS status, % HR adjusted = 0.61 (0.39-0.96); P=0.0320 o _ _
- : Tor2 45 NP - 47 36 20| Median (95%ClI) - Sensitivity analyses showed consistent results with the base case
These analyses adjusting for differences between CARTITUDE-4 vs Race (White), % 87 85 89 86 90 Cilta-cel observed: NR (34.5-NR) adjusted comparison
DREAMM-7 and DREAMM-8 patient populations support IMWG guidance Y ” ” - » ” gﬂtj‘ﬁ'{agi“ftﬁi NR (32.1-NR) Limitations
. . . . ale, % : -
recommending anti-BCMA T-cell receptor therapies prior to ADCs 9 ( ) o | | o
IgA 18 - - 27 15 | | | | | | | | | | | | | * There were substantial differences in patient populations in CARTITUDE-4
lg subtype, % — ” — - - - o 4 8 12 16 20 24 28 32 36 40 44 48 vs DREAMM-7 and DREAMM-8; however, sizes of the adjusted cilta-cel
< Months cohort remained large enough for robust comparisons in the base case
Median time from diagnosis 50 e )0 40 - N (ESS) that showed statistically significant differences across efficacy outcomes
https://www.congresshub.com/ASH2025/Oncology/Cilta-cel/Strouse to randomization,¢ years ' ' ' ' ' Cilta-cel observed 208 175 167 157 148 139 132 126 80 29 10 1 0

Cilta-cel adjusted 153 (76) 136 (65) 131 (62) 119 (58) 14 (58) 111 (55) 108 (52) 105(51) 71(28) 31(19) 7 (7) 0 (0) 0 (0)

* As with any nonrandomized comparisons, potential unmeasured residual

The QR code is intended to provide scientific information for individual aMatched in DREAMM-7 base case. PMatched in DREAMM-8 base case. °Time from diagnosis to randomization was not included confou nding cannot be excluded. However Sensitivity anaIyseS adeStIng

reference, and the information should not be altered or reproduced in in the base case or sensitivity analyses. BPd 155 126 M 95 76 62 41 20 5 0 0 0 0

any way. CART-4, CARTITUDE-4; ECOG PS, Eastern Cooperative Oncology Group performance status; HCT, hematopoietic cell for a wider set of baseline characteristics show com parative estimates,

transplantation; Ig, immunoglobulin; NP, not published; R-ISS, Revised International Staging System. NR, not reached.
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