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Background Objectives Results

« BCMA-directed CAR T-cell therapy has improved outcomes in N | o _ _
relapsed/refractory multiple myeloma (RRMM) by producing high Evaluatg response durability after BCMA-directed CAR T-cell Clinical Outcomes of Salvage Therapies After CAR T-Cell Failure
response rates and deep remissions. therapy in RRMM. Salvage Therapy ORR (%) PES Outcome

 However, long-term disease control remains inconsistent, and relapse is | | | Sequential CAR T 100% 64.8% PES at 6 months
common. Characterize mechanisms of resistance and relapse and

» Resistance appears to involve both antigen escape and T-cell dysfunction. assess outcomes of post-CAR T retreatment strategies . falquetamab 3% Median PFS: 5.1 months

Teclistamab 64 % Median PFS: 4.4 months
I
Table 2: Sequential CAR T-cell retreatment demonstrated the highest ORR (100%), with 64.8% PFS at 6 months.

viethods Results N
Systematic review conducted according to PRISMA 2020 guidelines. * 21 studies (>2,500 patients): 4 randomized phase 3, 10 single-arm, and Discussion
» Search period: 2017 to May 2026 7 observational cohorts. . .

. . s . o) er L « BCMA-directed CAR T-cell therapy provides deep and durable
* Eligible studies reported response durability, PFS, relapse timing, * ORR: 73% with ide-cel; 100% with cilta-cel and equecel. . L . ..
rasistance mechanisms. or salvage outcomes following CAR T-cell | | S o responses, particularly with cilta-cel. Sustained MRD negativity was
o ) g g * Median PF§..34.9 months with C|Ita-cell vs 8.8-13.8 month§ W.I’[h ide-cel. consistently associated with prolonged remission.
28 | . . | * MRD negativity was the strongest predictor of durable remission. » Sequential CAR T-cell therapy and bispecific antibodies remain effective
» 21 studies (>2,500 patients) were included: . . . . .
. . » Resistance was driven by BCMA loss, antigen shedding, and T-cell salvage strategies.
= 4 randomized phase lll trials .
» 10 single-arm trials exhaustion. T
- » Sequential CAR-T: 100% ORR; 64.8% PFS at 6 months.
= / observational cohorts | - o | Clinical Implications
- .Findings were synthesized narratively due to study heterogeneity. . . * Incorporate MRD-guided monitoring into post-CAR T surveillance.
\ Overall Response Rates Across Major BCMA-Directed Consider sequential CAR T-cell therapy or bispecific antibodies after
 Identification of studies via databases and registers CAR T-Cell Therapies relapse.
= Equecel T » Early identification of resistance mechanisms may optimize treatment
< Shidine sequencing. Next-generation CAR T-cell constructs are needed to
0 JAies from - Duplicates identified and Cilta-cel (CARTITUDE-1) | —— improve long-term durability.
= databases/additional search —m ~
= _ removed (n = 341)
5 | | procedures (n=1,527) Citta-cel (CARTITUDE-4) I N
T .
PR « BCMA-directed CAR T-cell therapy achieves high response rates and
i i Ide-cel . .
Studies screened (n = 1186) — Séi?::ite()riclu?gg;;y title and e-ce durable remissions in RRMM.
l - l 0% 20% 40% 50% 30% 100% * MRD negativity is a key predictor of sustained clinical benefit.
5 . . : . . o .
= Graph1: Graph 1: Overall response rates observed across major BCMA-directed CAR T-cell trials. Cilta-cel Antlgen escape and T-cell exhaustion remain the prmCIpaI mechanisms
S Studies sought for retrieval Reports not retrieved demonstrated the highest response rates. of relapse.
= | [ (n=128) (n=0) » Improved CAR T-cell designs and optimized treatment sequencing are
@ l l Durability of Response Following BCMA-Directed CAR-T Therapy essential to enhance long-term outcomes.
Stud qf Studies excluded (n=107) —
e";igﬁ;yaf:?si;) o reasons: different outcomes, CAR-T Therapy Median PFS 5-Year PFS I
— } d lusi iteria et
l HNCST eXCUSION titera 1t Ide-cel 8.8—13.8 months — References
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