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652.MULTIPLE MYELOMA: CLINICAL AND EPIDEMIOLOGICAL
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Patients with Triple-Class-Exposed (TCE) Relapsed/Refractory Multiple Myeloma (RRMM) Who Received at Least 3
Lines of Prior Antimyeloma Regimens in the KarMMa-3 Phase 3 Randomized Controlled Trial
Michel Delforge 1, Krina K. Patel, MD Msc 2, Laurie Eliason, MPH 3, Devender Dhanda, PhD 3, Ling Shi, PhD 4,
Shien Guo, PhD 4, Thomas S. Marshall, PharmD 3, Bertrand Arnulf, MD PhD 5, Michele Cavo, MD 6, Ajay K. Nooka, MDMPH 7,
Salomon Manier, MDPhD 8, Natalie S. Callander, MD 9, Sergio A. Giralt, MD FACP 10, Hermann Einsele, MD PhD 11,
Sikander Ailawadhi 12, Mihaela Popa-McKiver, PhD 3, Mark Cook, MBChB, PhD 13, Paula Rodríguez Otero, MD 14

1University Hospital Leuven, Leuven, Belgium
2The University of Texas MD Anderson Cancer Center, Houston, TX
3Bristol Myers Squibb, Princeton, NJ
4Evidera, Bethesda, MD
5Hôpital Saint-Louis, APHP, Université Paris cite, Paris, France
6Seràgnoli Institute of Hematology, Bologna University School of Medicine, Bologna, Italy
7Winship Cancer Institute, Emory University, Atlanta, GA
8Centre Hospitalier Universitaire de Lille, Lille, France
9University of Wisconsin Carbone Cancer Center, Madison, WI
10Memorial Sloan Kettering Cancer Center, New York, NY
11Medizinische Klinik und Poliklinik II, Uniklinikum Würzburg, Würzburg, Germany
12Mayo Clinic, Jacksonville, FL
13Celgene International Sàrl, a Bristol-Myers Squibb Company, Boudry, Switzerland
14Clínica Universidad de Navarra, Pamplona, Spain

Introduction: Patients with TCE RRMM have a high disease burden and often report worsening HRQoL with additional lines
of therapy. The single-arm, phase 2 KarMMa study demonstrated that ide-cel, a B-cell maturation antigen (BCMA)-directed
chimeric antigen receptor T cell therapy, improved HRQoL from baseline in patients with TCE RRMM who had received
≥ 3 prior regimens (Delforge M, et al. Blood Adv 2022;6:1309-1318). Furthermore, in the phase 3 KarMMa-3 clinical trial
(NCT03651128), ide-cel signi�cantly improved progression-free survival and response compared with standard regimens in
patients with TCE RRMM who had received 2-4 prior regimens (Rodriguez-Otero P, et al. N Engl J Med 2023;388:1002-1014).
Here we assessed the comparative effects of ide-cel versus standard regimens on HRQoL in patients with TCE RRMMwho had
received 3-4 prior regimens including an immunomodulatory agent, a proteasome inhibitor, and daratumumab (an anti-CD38
monoclonal antibody) using data from the KarMMa-3 study.
Methods: Patient-reported outcomes (PROs) were assessed by the European Organization for Research and Treatment of
Cancer (EORTC) Quality-of-Life Questionnaire-Core 30 (QLQ-C30), EORTC Quality of Life Questionnaire Multiple Myeloma
Module (QLQ-MY20), and EQ-5D-5L. The pre-speci�ed primary domains of interest included EORTC QLQ-C30 global health
status/QoL, physical functioning, cognitive functioning, fatigue, and pain; EORTC QLQ-MY20 disease symptoms and side
effects of treatment; and the EQ-5D-5L visual analog scale (EQ-5D VAS). PROs were collected at screening (baseline), the day
of ide-cel infusion (ide-cel) or �rst treatment dose (standard regimens), monthly from 2 to 28 months, and thereafter every 3
months. Comparisons were performed on least squares (LS) mean changes from baseline through 28 months between arms
using constrained longitudinal data analysis (cLDA). Effect size was estimated by Hedges’ g. The comparative effects of ide-cel
versus standard regimens on time to con�rmed improvement and time to con�rmed deterioration (de�ned by prespeci�ed
change thresholds) were assessed via strati�ed Cox proportional hazards regression analyses. All P values are nominal and
not adjusted for multiple testing. Statistical signi�cance was set at P < 0.05.
Results: Baseline characteristics were well balanced among the patients in the ide-cel arm (n = 167) and the standard regimen
arm (n = 93), with a median age of 63 years and a median time of 4.7 years from RRMM diagnosis to study screening. Com-
pletion rates of HRQoL assessments were high over time for most visits (> 75%). At baseline, mean HRQoL domain scores
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were similar between arms. Overall LS mean changes from baseline to 28 months showed signi�cant differences in favor of
ide-cel versus standard regimens (nominal P < 0.05) for 11 domains (effect sizes of 0.26-0.82), and 7 (4 primary: global health
status/QoL, cognitive functioning, pain, EQ-5D VAS; 3 secondary: dyspnea, insomnia, constipation) of them exceeded the
prespeci�ed MID thresholds (Table).
Time to con�rmed improvement was signi�cantly shorter (nominal P < 0.05) in the ide-cel arm than in the standard regimen
arm for 10 domains, including all primary domains except pain. Time to con�rmed deterioration was longer in the ide-cel arm
than the standard regimen arm for most domains, with signi�cant differences in emotional functioning, cognitive functioning,
and dyspnea (EORTC QLQ-C30). Finally, side effects of treatment favored the ide-cel versus standard regimen arm (EORTC
QLQ-MY20) (Table).
Conclusions: These patient-reported �ndings demonstrate that compared with standard regimens, treatment with ide-cel
improved MM-relevant disease symptoms, functioning, and overall health status/HRQoL of patients with TCE RRMM in the
KarMMa-3 trial. These data further substantiate the superior treatment outcomes of ide-cel over standard regimens in this
patient population. Overall, treatment with ide-cel may help alleviate detriments to HRQoL in these patients with complex
disease.
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