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MRD-driven strategy following IsaKRD induction in transplant-eligible NDMM:
Primary endpoints of the phase 3 MIDAS trial.
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Background: The phase III IFM2020-02-MIDAS study (NCT04934475) evaluated a minimal
residual disease (MRD)-driven consolidation and maintenance strategy following induction
with isatuximab, carfilzomib, lenalidomide, and dexamethasone (IsaKRD) in transplant-
eligible patients with newly diagnosed multiple myeloma (NDMM). Results from the IsaKRD
induction phase have been previously published (Perrot et al., Blood, 2025). Here, we present
the results from the MRD-driven consolidation phase of the trial. Methods: MIDAS is a
multicenter, open-label, randomized phase 3 trial involving transplant-eligible patients aged
18-65 with NDMM. Patients achieving post-induction MRD negativity at a threshold of 10⁻⁵ by
next-generation sequencing (NGS) were randomized to either 6 additional cycles of IsaKRD
(ArmA) or autologous stem cell transplantation (ASCT) followed by 2 cycles of IsaKRD (ArmB),
followed by lenalidomide maintenance. MRD-positive patients after induction (MRD $10⁻⁵)
were randomized to either single ASCT plus 2 cycles of IsaKRD (ArmC) or tandemASCT (ArmD)
followed by isatuximab plus iberdomide maintenance. Randomization was stratified by cyto-
genetic risk and center for both comparisons, and byMRD negativity at 10⁻⁶ post-induction for
the Arm A vs. Arm B comparison. The primary endpoint was MRD negativity at 10⁻⁶ (by NGS)
prior tomaintenance for both comparisons.Results:A total of 485 patientswith post-induction
MRD negativity were randomized to Arm A (n=243) or Arm B (n=242). The pre-maintenance
MRD negativity rates at 10⁻⁶ were 84% in Arm A and 86% in Arm B (Odds Ratio [OR] 1.17, 95%
confidence interval [CI] 0.64–2.76, p=0.64). Additionally, 233 MRD-positive patients (10⁻⁵)
were randomized to Arm C (n=109) or Arm D (n=124), with 19 patients (15%) not receiving the
planned tandem ASCT. Pre-maintenance MRD negativity rates at 10⁻⁶ were 40% in Arm C and
32% in Arm D (OR 0.73, 95% CI 0.42–1.25, p=0.31). During the consolidation phase, 5 patients
experienced disease progression (2 in ArmA, 0 in ArmB, 0 in Arm C, 3 in ArmD), and 2 patients
died without progression in Arm A. No new safety signals were identified compared to the
inductionphase. The study is ongoing.With amedian follow-upof 16.8months inArmsA/B and
16.3 months in Arms C/D, sustained MRD negativity and progression-free survival (PFS) data
are not yet available. Conclusions: After 6 induction cycles with IsaKRD, in patients who
achieved MRD negativity at 10⁻⁵, MRD negativity rates at 10⁻⁶ before maintenance were not
significantly different between the transplant-based approachand IsaKRDconsolidation alone,
whereas in patients who do not achieve MRD negativity at 10-5, tandem ASCT did not signif-
icantly improve MRD negativity rates at 10⁻⁶ before maintenance. Further follow-up, including
sustained MRD negativity and PFS data, is needed to evaluate the long-term outcomes of this
MRD-adapted strategy. Clinical trial information: NCT04934475. Research Sponsor: None.
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Subcutaneous daratumumab (Dara) + bortezomib/lenalidomide/dexamethasone
(VRd) with Dara + lenalidomide (DR) maintenance in transplant-eligible (TE) pa-
tients with newly diagnosed multiple myeloma (NDMM): Analysis of sustained
minimal residual disease negativity in the phase 3 PERSEUS trial.
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Background: Minimal residual disease (MRD) negativity (neg) and sustained MRD neg are
associated with longer survival and are strong prognostic clinical endpoints. PERSEUS
(NCT03710603) evaluated subcutaneous Dara + VRd induction/consolidation (ind/consol) +
DR maintenance (maint) vs VRd ind/consol + R maint in TE NDMM. DVRd significantly
improved PFS, complete response or better rate ($CR), and MRD neg rate. Nearly two-
thirds of patients (pts) on DR maint could stop treatment (tx) after achieving sustained
remission, leading to DVRd being recommended by NCCN as a preferred TE NDMM regimen.
Here, we report the impact of sustained MRD neg status on PFS inPERSEUS. Methods: TE pts
with NDMMage 18–70 years (y) were randomized 1:1 to DVRd (DVRd ind/consol + DRmaint) or
VRd (VRd ind/consol + R maint). The primary endpoint was PFS; MRD neg rate (MRD neg 10-5

and $CR) was a key secondary endpoint. Sustained MRD neg, assessed in the intent-to-treat
population, was defined as confirmed MRD neg $12 months (mo) apart and without MRD
positivity in between. Functionally high risk (FHR) was defined as disease progression #18 mo
from tx initiation, excluding pre-progression deaths. Results: A total of 709 pts were assigned
to DVRd (n=355) or VRd (n=354). At 47.5-mo median follow-up, $12-mo sustained MRD neg
rates were higher overall with DVRd (64.8%; n=230) vs VRd (29.7%; n=105), and across
clinically relevant subgroups, including age $65 y and high-risk cytogenetics.
Similarly, $24-mo sustained MRD neg rates were higher with DVRd (55.8%; n=198) vs VRd
(22.6%; n=80). Ptswith$12-mo sustainedMRDneg vs thosewithout had improved48-moPFS
rates regardless of tx arm (Table). DVRd vs VRd reduced FHR rates (3.1% vs 6.8%), and rates of
FHR or pre-progression deaths were lower with DVRd vs VRd (5.4% vs 11.0%) in the first 18mo.
Conclusions: In TENDMM, nearly two-thirds of pts treated with DVRd induction and DRmaint
achieved$12-mo sustainedMRD neg, associated with.95%48-mo PFS rate. Moreover,$24-
mo sustained MRD neg rates with DVRd were 2.5 times as high as VRd, and FHR incidence was
halved with DVRd vs VRd. Collectively, these data further support the PERSEUS regimen as
standard of care for TE NDMM. Clinical trial information: NCT03710603. Research Sponsor:
Johnson & Johnson.

Achieved sustained (‡12 mo)
MRD neg (10-5)

Without achieving sustained (‡12 mo)
MRD neg (10-5)

DVRd
(n=230)

VRd
(n=105)

DVRd
(n=125)

VRd
(n=249)

Median PFS,
mo (95% CI)

NE
(NE–NE)

NE
(NE–NE)

HR=0.83
(95% CI
0.3–2.3)
P=0.7149

NE
(47.9–NE)

NE
(45.3–NE)

HR=0.80
(95% CI
0.6–1.2)
P=0.2489

48-mo PFS
rate, % (95% CI)

95.3
(91.4–97.5)

94.2
(87.6–97.4)

60.3
(48.0–70.5)

54.9
(47.7–61.4)

Hazard ratio, HR; NE, not estimable.
Median PFS and 95% CI are from Kaplan-Meier estimates.
P-value is from unstratified log-rank test.
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Sustained MRD negativity in patients with newly diagnosed multiple myeloma
treated with carfilzomib-lenalidomide-dexamethasone with or without isatuximab
(phase III IsKia trial).
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Chirurgiche, Università di Bologna, Bologna, Italy; Amsterdam University Medical Center, Vrije Universiteit Amsterdam, Department of Hematology and Cancer Center
Amsterdam, Amsterdam, Netherlands; Department of Oncology, Hematology and BMT, University Medical Center of Hamburg-Eppendorf, Hamburg, Germany; Oslo
Myeloma Center, Department of Hematology, Oslo University Hospital and KG Jebsen Center for B Cell Malignancies, University of Oslo, Oslo, Norway; Department of
Internal Medicine II, University Hospital Würzburg, Würzburg, Germany; Department of Hematology, Erasmus MC Cancer Institute, Rotterdam, Netherlands; European
Myeloma Network, EMN, Italy

Background: The phase III IsKia trial assessed the efficacy and safety of isatuximab-
carfilzomib-lenalidomide-dexamethasone (IsaKRd) as pre-ASCT induction and post-ASCT
consolidation vs KRd. The rate of measurable residual disease (MRD) negativity was signifi-
cantly higher in IsaKRd vs KRd patients (pts) after both induction and consolidation (Gay et al.
ASH 2023). Here we report the rates of 1-year sustained (sust)MRD negativity and findings
about the light consolidation phase. Methods: Transplant-eligible NDMM pts aged ,70 years
were enrolled. IsaKRd pts received 4 full-dose IsaKRd induction cycles, MEL200-ASCT, 4 full-
dose IsaKRd consolidation cycles and, thereafter, 12 28-day light consolidation cycles [Isa 10
mg/kg IV on days (dd) 1, 15; K 56mg/m2 IV dd 1; R 10mg PO daily dd 1–21; d 20mg PO dd 1, 15].
Pts in the KRd arm received the same KRd schedule used in the other arm. MRD was tested by
NGS in all pts who achieved$VGPR. 1-year sustMRDwas defined as 2 sequentialMRD-negative
evaluations at least 1 year apart. Analyses were based on the ITT principle (pts with missing
MRD data or who did not achieve VGPRwere considered asMRD positive). The data cut-off was
Jul 22, 2024. Results: 151 vs 151 pts were randomly assigned to the IsaKRd vs KRd arms. Pt
characteristics were well balanced: 43% vs 41% had R2-ISS stage III/IV disease; 9% vs 11%
had$2 high-risk cytogenetic abnormalities [CA; including del(17p), t(4;14), t(14;16), 1q+]. The
median follow-up was 35months (IQR 32–38). In the ITT analysis, theMRD negativity rates at
the 10-5 cut-off after full-dose consolidation were 77% vs 67% (OR 1.67; p=0.049) with IsaKRd
vs KRd; the rates of 10-5 1-year sustMRD after light consolidation were 66% vs 59% (OR 1.36;
p=0.21). TheMRD negativity rates at the 10-6 cut-off after full-dose consolidation were 67% vs
48% (OR 2.29; p,0.001) with IsaKRd vs KRd; the rates of 10-6 1-year sustMRD after light
consolidation were 52% vs 38% (OR 1.82; p=0.012). The 10-6 1-year sustMRD negativity
advantage with IsaKRd was retained in all subgroups. In particular, the 10-6 1-year sust
MRD negativity rates were: 62% vs 20% in pts with $2 high-risk CA (OR 6.3, 95% CI
1.11–35.66) and 47% vs 35% in pts with R2-ISS III/IV (OR 1.62, 95% CI 0.77–3.41). During
light consolidation, in the IsaKRd vs KRd arms, the main grade 3–4 hematologic AEs were
neutropenia (17% vs 18%) and thrombocytopenia (2% vs 3%); the main grade 3–4 non-
hematologic AEs included infections (8% vs 5%), gastrointestinal (4% vs 4%) and vascular
AEs (3% vs 1%); discontinuation for toxicity occurred in 3% vs 2%; treatment-related deaths
were 2 (1 cerebral ischemia, 1 pulmonary embolism) vs 0. Conclusions: The addition of
isatuximab to KRd induction-consolidation and the prolonged light consolidation significantly
increased the rates of 10-6 sustMRD negativity in NDMM pts, including those with high-risk
disease. Clinical trial information: NCT04483739. Research Sponsor: Sanofi; Amgen.
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Randomized, multi-center study of carfilzomib, lenalidomide, and dexamethasone
(KRd) with or without daratumumab (D) in patients with newly diagnosed multiple
myeloma (NDMM): The ADVANCE clinical trial.

Carl Ola Landgren, Jing Christine Ye, Jens Hillengass, Douglas W. Sborov, James E. Hoffman, Benjamin Diamond, David Glen Coffey, Marcella Kaddoura, Abhishek Pandey,
Kellye Koubek, Stephanie Mompoint, Sindy Gutierrez, Caterine Diaz, Michelle Armogan, Rachid C. Baz, Robert Orlowski, Thomas A. Jandl, Neha Korde, Kenneth H. Shain,
Dickran Garo Kazandjian; Myeloma Program and Experimental Therapeutics Program, University of Miami, Miami, FL; The University of Texas MD Anderson Cancer Center,
Houston, TX; Roswell Park Comprehensive Cancer Center, Buffalo, NY; The University of Utah Huntsman Cancer Institute, Salt Lake City, UT; University of Miami, Miami, FL;
University of Miami Sylvester Comprehensive Cancer Center, Miami, FL; Sylvester Comprehensive Cancer Center, Miami, FL; H. Lee Moffitt Cancer Center and Research
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Background: The use of modern combination therapy in NDMM patients delivers deep and
durable treatment responses independent of transplant status. In the current ADVANCE study
(NCT04268498), patients were randomly assigned to receive 8 cycles of carfilzomib-
lenalidomide-dexamethasone with or without daratumumab (DKRd vs KRd). Transplants were
offered to patientswhowereminimal residual disease (MRD) positive after 8 cycles. All patients
transitioned to lenalidomidemaintenance. Primary endpointwasMRDnegativity 10^-5 byNGS
after up to 8 cycles of combination therapy. Methods: 306 NDMM patients were randomly
assigned 1:1 to receive 8 cycles (28-day cycles) of either DKRd or KRd (D: 1800mg SC, days 1, 8,
15, and 22 (C1-2), days 1 and 15 (C3-6), day 1 (C7-8); K: 20/56 mg/m2 IV, days 1, 8, and 15; R:
25 mg days 1-21; d: 40/20 mg). Stem cell collection was encouraged after 4 cycles for eligible
patients. After completion of cycle 8, patients were evaluated for MRD (ClonoSEQ). Transplant
was reserved for MRD-positive patients (post C8). MRD-negative patients transitioned to
lenalidomide 10 mg maintenance (D1-21/28). Sustained MRD status was monitored annually.
Key eligibility included NDMMwith ECOG PS 0-2 and adequate organ function, independent of
transplant status. The study was monitored and approved by an independent data safety
monitoring committee. Results: At 2nd prespecified analysis (data cutoff 01/15/25) demo-
graphics anddisease characteristicswerewell balanced and included:median age62 y/o (range:
35-76), Hispanic: 23%, Black: 11%, ISS 2-3: 39%, ECOG PS 2: 6%, and high-risk cytogenetics:
35%. The primary endpoint of MRD negativity at 10^-5 by NGS was significantly higher in the
DKRdarmcompared to theKRdarm(59%vs 36%,adjustedOR=2.5, 95%CI: 1.5-4.2; P,0.0007).
EFS, PFS and OS data are currently immature, however, at 32.7 months median follow-up, PFS
events included one death in each arm, PD 4 vs 5%, and 86 vs 79% were progression-free and
censored in the DKRd vs KRd arms, respectively. Overall, 98% had an adverse event (AE) with
hematologic AEs occurring in 15 vs 24%; cardiac AEs: 13 vs 16%; gastrointestinal AEs: 68 vs
72%; infections: 61 vs 53%; acute kidney injury: 1 vs 4%; vascular disorders: 6 vs 2%with DKRd
vs KRd, respectively. Serious AEs occurring in .1% included: febrile neutropenia: 2 vs 2%;
pyrexia: 5 vs 2%; chest pain: 0 vs 3%; non-cardiac chest pain: 2 vs 0%; pneumonia: 3 vs 10%;
sepsis: 2 vs 0%; COVID-19: 2 vs 0%; wound infection: 2 vs 0%; hip fracture: 2 vs 0%; infusion
reaction: 2 vs 0%; back pain: 2 vs 0%; syncope: 2 vs 0%; acute kidney injury: 0 vs 3%; and
dyspnea: 2 vs 0%, with DKRd vs KRd, respectively. Conclusions: In this large randomized,
multicenter investigator-initiated trial for NDMM, treatment with DKRd (59%) compared to
KRd (36%) showed a significant, 2.5-fold higher MRD negativity rate with no new safety
concerns. Updated EFS, PFS and OS results will be presented at the meeting. Based on these
results, DKRd should be a new standard for most NDMM patients receiving initial KRd-
backbone therapy. Clinical trial information: NCT04268498. Research Sponsor: U.S. National
Institutes of Health; P30CA240139; Janssen; Amgen.
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Elranatamab in combination with daratumumab and lenalidomide (EDR) in patients
with newly diagnosed multiple myeloma (NDMM) not eligible for transplant: Initial
results from MagnetisMM-6 part 1.
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Greece

Background: Elranatamab (ELRA), a BCMA-CD3 bispecific antibody, induced deep and durable
responses with a manageable safety profile in patients (pts) with relapsed/refractory multiple
myeloma (RRMM).MagnetisMM-6 (NCT05623020) is a phase 3, open-label, randomized study
evaluating the efficacy and safety of ELRA in combination with lenalidomide (R) 6 daratu-
mumab (DARA) (EDR or ER) vs DARA + R + dexamethasone (DRd) in pts with transplant-
ineligible (TI) NDMM. Part 1 of the study evaluates the optimal dose of EDR or ER in pts with
RRMM or NDMM to determine the recommended phase 3 dose for part 2. Initial results from
part 1 dose level G (DLG) are presented.Methods: InDLG, eligible pts hadTI (age$65or age,65
years with comorbidities impacting the possibility of transplant) NDMM, measurable disease,
ECOG#2, and adequate liver, renal and bone marrow function. Pts received subcutaneous (SC)
ELRAwith a priming regimen followed by ELRA76mgSC every 4weeks (Q4W) on cycle (C) 1 day
(D) 1; DARA 1800 mg SC weekly (D1, D8, D15, D22 in C1-C2), every 2 weeks (D1, D15 in C3-C6),
and Q4W (D1 in C7+); and oral R 25mg daily on D1-D21 in 28-day cycles. Endpoints assessed in
DLG include safety and preliminary efficacy. Results: A total of 37 pts were enrolled in DLG; 34
received EDR. The median age was 75.0 years (range, 67-83); 37.8% were male; 86.5% were
White, 13.5% Asian. Four patients (10.8%) had R-ISS stage III disease, 9 (24.3%) had $50%
baseline bone marrow plasma cells, 1 (2.7%) had ECOG=2, none had EMD, and 9 (24.3%) were
frail according to the simplified IMWG frailty score. At data cutoff (Dec 23, 2024), the median
follow-up was 4.6 months (range, 1.2-6.2); treatment was ongoing in 33 pts. TEAEs were
reported in 97.3% (G3/4 94.6%) of pts, hematological TEAEs in 78.4% (G3/4 70.3%), and
infections in 64.9% (G3/4 18.9%). The most frequent TEAEs (any grade $25% or G3/4 $10%)
are shown in the Table. CRS occurred in 62.2%, all#G2; 1 case of G2 ICANS was reported. There
was one G5 candida pneumonia. Overall, 36 out of 37 pts are responders with 2 pending
confirmation as of DCO. The confirmed ORR (95% CI) by investigator was 91.9% (78.1-
98.3), 81.1% with VGPR or better. In pts enrolled $4months before the DCO (n=23), confirmed
ORR was 95.7% (78.1-99.9), all with VGPR or better. Conclusions: In pts with TI NDMM, EDR
demonstrated amanageable safety profile consistent with the known toxicities of components.
High response rate and early responses were observed. Enrollment in dose level H evaluating
the ER combination is ongoing. Updated safety and efficacy datawith a longer follow-upwill be
presented. Clinical trial information: NCT05623020. Research Sponsor: Pfizer.

TEAEs, % Any grade G3/4

Neutropenia, incl. neutrophil count decreased 70.3 67.6
CRS 62.2 0
Pyrexia 35.1 0
Anemia, incl. hemoglobin decreased 32.4 16.2
Injection site reaction 29.7 0
Nausea 27.0 0
Thrombocytopenia, incl. platelet count decreased 13.5 10.8
Asthenia 16.2 10.8
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First-in-human study of JNJ-79635322 (JNJ-5322), a novel, next-generation
trispecific antibody (TsAb), in patients (pts) with relapsed/refractory multiple
myeloma (RRMM): Initial phase 1 results.
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Background: Bispecific antibodies (BsAbs) have begun to transform outcomes in MM. Emerg-
ing data suggest that targeting two MM antigens with T-cell redirection may overcome tumor
heterogeneity and acquired resistance to further improve clinical outcomes. JNJ-5322 is a next-
generation TsAb dually targeting BCMA and GPRC5D via T-cell redirection, comprising novel
binding domains, including low affinity CD3, selected in vitro to enhance on-tumor effects and
reduce off-tumor impact. We report first results from an ongoing phase 1 study of JNJ-5322
(NCT05652335). Methods: Dose escalation/expansion cohorts enrolled measurable RRMM pts
previously exposed to a proteasome inhibitor, immunomodulatory drug, and anti-CD38mono-
clonal antibody. Escalating fixed Q2W or Q4W SC doses (0.4–300mg) were explored, including
100mgQ4W, theputative recommendedphase 2dose (RP2D). Pts received 1 step-updose (SUD)
(5 mg) prior to receiving the 100 mg Q4W dose, allowing faster full dose initiation and
attenuation of cytokine release syndrome (CRS) risk. Adverse events (AEs) were graded by
CTCAE v5.0; CRS and immune effector cell-associated neurotoxicity syndrome (ICANS) were
graded per ASTCT guidelines. Overall response rate (ORR) was assessed by IMWG criteria.
Results: As of Jan 15, 2025, 126 pts received JNJ-5322 (36 at 100 mg Q4W); median follow-up
(mFU) 8.2 mo. Median age 64 yrs; median 4 prior lines of therapy; 100% triple-class exposed
(56% refractory); 31% high-risk cytogenetics; 23% had prior anti-BCMA/-GPRC5D therapy
(77% näıve). The putative RP2D was identified as 100 mg Q4W. Overall, 99% of pts had $1 AE,
most commonly CRS (59%; all grade [gr] 1 [45%]/2 [14%]; no gr $3), nail AEs (gr 1/2 56%),
tasteAEs (gr 1/2 56%), neutropenia (48%; gr 3/441%), andnon-rash skinAEs (47%;gr 3/4 1%).
Overall, 16% had weight decreases (no gr$3), 16% had rashes (no gr$3), 2% had ICANS (all gr
1), and 75%had infections (gr 3/4 28%). 5 pts had dose-limiting toxicities. 4 pts died due toAEs.
In response-evaluable pts, ORR was 86% (75% $VGPR) at the RP2D (n=36), and 73%
(66% $VGPR) overall (n=124). ORR was 100% (89% $VGPR) at the RP2D among pts näıve
to anti-BCMA/-GPRC5D therapies (n=27), and all patients remain in response (mFU 8.5 mo).
Median time to first response was 1.2 mo. Conclusions: In the largest data set for a next-
generation dual antigen T-cell redirecting TsAb, the first clinical data for JNJ-5322 showed a
100% ORR at the putative RP2D in anti-BCMA/-GPRC5D näıve patients, with convenient Q4W
dosing. Tolerability appeared improved, including lower incidence and severity of GPRC5D-
associated AEs vs anti-GPRC5DBsAbs andmanageable gr 3/4 infection rates. CRSwasmostly gr
1 (no gr$3 CRS) using 1 SUD. First data with JNJ-5322 suggest a paradigm shift, offering ORRs
similar to CAR-Ts but as an off-the-shelf therapy intended for outpatient dosing. Clinical trial
information: NCT05652335. Research Sponsor: None.
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Isatuximab (Isa) subcutaneous (SC) via an on-body delivery system (OBDS) vs Isa
intravenous (IV), plus pomalidomide and dexamethasone (Pd) in relapsed/
refractory multiple myeloma (RRMM): Results of the randomized, non-inferiority,
phase 3 IRAKLIA study.

Sikander Ailawadhi, Ivan Spicka, Jin Lu, Albert Oriol, Silvia Ling, Fredrik Schjesvold, Alejandro Berkovits, Marek Hus, Meletios Athanasios Dimopoulos, Peter Rajnics,
Vania Hungria, Maria del Rosario Custidiano, Gurdeep Parmar, Xavier P. Leleu, Tondre T. Buck, Jiri Minarik, Rick Zhang, Dorothee Semiond, Maya Stefanova-Urena,
Philippe Moreau; Mayo Clinic, Jacksonville, FL; First Faculty of Medicine, Charles University and General University Hospital, Prague, Czech Republic; Peking University
People’s Hospital, Peking University Institute of Hematology, National Clinical Research Center for Hematologic Disease, Beijing, China; Institut Català d’Oncologia,
Hospital Germans Trias i Pujol, Barcelona, Spain; Sydney Adventist Hospital, Wahroonga, NSW, Australia; Oslo Myeloma Center, Department of Hematology, Oslo University
Hospital, Oslo, Norway; Immunocel Chile, Providencia, Chile; Medical University of Lublin, Lublin, Poland; Department of Clinical Therapeutics, School of Medicine, National
and Kapodistrian University of Athens, Athens, Greece; Mór Kaposi Teaching Hospital, Department of Hematology, Kaposvár and Faculty of Health Sciences, Institute of
Diagnostics, University of Pécs, Pécs, Hungary; Clinica S~ao Germano, S~ao Paulo, Brazil; Servicio de Hematologı́a y Trasplante Hematopoyético Instituto Alexander Fleming,
Buenos Aires, Argentina; Illawarra Cancer Care Centre, Wollongong, NSW, Australia; Service d’Hématologie et Thérapie Cellulaire, CHU and CIC Inserm 1402, Poitiers Cedex,
France; Spartanburg Medical Center, Center for Hematology/Oncology, Spartanburg, SC; Department of Hemato-Oncology, Faculty of Medicine and Dentistry, Palacky
University Olomouc and University Hospital Olomouc, Olomouc, Czech Republic; Sanofi, Cambridge, MA; Department of Hematology, University Hospital Hôtel-Dieu,
Nantes, France

Background: IV Isa-Pd is approved to treat RRMM patients (pts) based on the ICARIA-MM
study. A Phase 1b study showed safety and efficacy of Isa SC via an OBDS, an investigational
wearable bolus injector, plus Pd, in RRMM pts. Isa SC offers shorter duration, fixed dose and
smaller administration volume.Here,we report results of the IRAKLIA trial (NCT05405166); Isa
SC vs IV + Pd in RRMM pts, the first Phase 3 myeloma trial reporting the use of an OBDS.
Methods: This multicenter, open-label study enrolled pts aged $18 years with $1 prior line of
therapy (LOT). Pts were randomized 1:1 to Isa SC (1400mg) or Isa IV (10mg/kg) weekly in Cycle
(C)1, then every 2 weeks + P (4 mg/day, Day [D]1–21) + d (40 mg [20 mg if age $75 years]
weekly). Pts had 4-week cycles until progression, unacceptable toxicity or patient request. Co-
primary endpoints were overall response rate (ORR; non-inferiority [NI] margin of 0.839) and
Isa trough level (Ctrough) at steady state (predose at C6D1; NI if lower limit of 90% CI of
geometric mean ratio $0.8). Results: 531 pts (SC n=263; IV n=268 [4 not treated]) were
randomized. Baseline characteristics were balanced (median age 66 years; median 2 prior
LOT). After median 12months follow-up, ORRwas 71% (SC arm) and 71% (IV arm; relative risk
[95% CI] = 1.008 [0.903–1.126]; lower CI . NI margin). Mean (SD) Ctrough at C6D1 was 499
(259)mg/mL for SC and 340 (169)mg/mL for IV. Ctrough geometricmean ratio (90%CI)was 1.532
(1.316–1.784); lower CI.NImargin. Co-primary and all 4 key secondary endpoints including pt
experience are in the Table. Grade$3 treatment-emergent adverse events occurred in 82% (SC)
and76%(IV) of pts;with treatment discontinuation rates of 8%and9%. Injection site reactions
(ISRs) occurred in 4% (11/263) of the SC arm and in 19 (0.4%) of 5145 SC injections (all Grade
1–2). 99.9% of OBDS injections were completed without interruption. Conclusions: IRAKLIA
met its co-primary endpoints, showing efficacy and pharmacokinetic NI between Isa SC vs IV +
Pd. No new safety signal besides a low ISR incidence was observed, showing excellent Isa SC
tolerability. Far fewer infusion reactions and higher pt satisfaction were also noted for SC vs IV.
Efficacy and safety are comparable to Isa IV in ICARIA-MM. These results support potential use
of Isa SC delivered via the OBDS, designed to improve pt experience and practice efficiency.
Clinical trial information: NCT05405166. Research Sponsor: Sanofi.

Isa SC + Pd Isa IV + Pd

Efficacy, % N=263 N=268
ORR 71 71
‡VGPR 46 46
PK*, mg/mL N=131/121 N=126/121
Geometric mean Isa Ctrough at C2D1 / C6D1 360/426 277/278
Safety, % N=263 N=264
All grade IR 2 25
Pt satisfaction with injection method at C5D15, % 70 53

*PK was analyzed at C6D1 with PP PK population and at C2D1 with PP CT4W population.
CT4W, Ctrough at 4 weeks; IR, infusion reaction; PK, pharmacokinetics; PP, per protocol; VGPR, very good
partial response.
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Long-term (‡5 year) remission and survival after treatment with ciltacabtagene
autoleucel (cilta-cel) in CARTITUDE-1 patients (pts) with relapsed/refractory
multiple myeloma (RRMM).

Peter M. Voorhees, TomG.Martin, Yi Lin, AdamD. Cohen, Noopur S. Raje, Myo Htut, Abhinav Deol, Mounzer E. Agha, Jesus G. Berdeja, Binod Dhakal, Andrzej J. Jakubowiak,
Samir S. Parekh, Hui Li, Rocio Montes de Oca, Huabin Sun, Nikoletta Lendvai, Deepu Madduri, Mythili Koneru, Nitin Patel, Sundar Jagannath; Atrium Health / Levine Cancer
Institute, Wake Forest University School of Medicine, Charlotte, NC; University of California San Francisco, San Francisco, CA; Mayo Clinic, Rochester, MN; Abramson
Cancer Center, Perelman School of Medicine, University of Pennsylvania, Philadelphia, PA; Massachusetts General Hospital Cancer Center, Boston, MA; City of Hope
Comprehensive Cancer Center, Duarte, CA; Karmanos Cancer Institute, Wayne State University, Detroit, MI; UPMC Hillman Cancer Center, Pittsburgh, PA; Tennessee
Oncology, Nashville, TN; Medical College of Wisconsin, Milwaukee, WI; University of Chicago, Chicago, IL; Icahn School of Medicine at Mount Sinai, New York, NY; Johnson
& Johnson, Shanghai, China; Johnson & Johnson, Spring House, PA; Johnson & Johnson, Raritan, NJ; Legend Biotech USA, Inc., Somerset, NJ

Background: CARTITUDE-1 evaluated cilta-cel in pts with heavily pretreated RRMM who
historically have an expected median progression-free survival (PFS) of ,6 months (mo)
and median overall survival (OS) of ~1 year (y). At 33.4 mo median follow-up, median PFS was
34.9 mo, and median OS was not reached (36-mo OS rate, 62.9%; Lin et al, ASCO 2023). We
report OS, $5 y progression-free outcomes, and safety with a median study follow-up of 60.3
mo. Methods: Pts in CARTITUDE-1 received a single cilta-cel infusion. Correlative analyses
were performed utilizing drug product, baseline, and postinfusion samples. Pts are followed for
progression, survival, and safety in a 15-y follow-up study, CARTinue (NCT05201781), with pt
evaluations per local standard of care (reported annually at a minimum). Results: Of 97 pts
treated, 32 (33.0%) remain alive and progression free for $5 y after cilta-cel, without further
MM treatment. For these 32 pts, prior to enrollment in CARTITUDE-1, median time from start
of last line of therapy (LOT) to progressionwas4.0mo (range, 0.7–48.6). Among the 32,median
age was 60 y (range, 43–78), median number of prior LOT was 6.5 (range, 3–14), 23.3% had
high risk cytogenetics, 12.5% had extramedullary disease (EMD), 90.6% were triple-class
refractory, and 46.9% were penta-drug refractory. Baseline characteristics of pts who were
progression free for $5 y, including those with high-risk cytogenetics and EMD, were com-
parable to pts with progressive disease (PD) within 5 y. Comparedwith pts who had PDwithin 5
y, biomarkers significantly associated with $5 y progression free status included a higher
fraction of näıve T cells in the drug product, lower neutrophil to T cell ratio, higher hemoglobin
and platelets at baseline, and higher effector-to-target ratio (Cmax to sBCMA at baseline). At
Cmax, these pts alsohad significantly higher CD4 centralmemoryCAR+Tcell subsets andCAR+
T cells that were positive for the activation markers CD38, CD25, and PD-1. Data were collected
on a subset of pts from a single center where local serial MRD assessments were performed. All
12 pts at this center whowere progression free for$5 y wereMRDnegative at 10–6 and imaging
negative by PET/CT yearly for 5 y. Overall, at 60.3 mo median follow-up in CARTITUDE-1
(N=97),median OSwas 60.6mo (95%CI, 41.9–NE).With continued follow-up, 3 additional pts
reported a second primary malignancy (1 of which was acute myeloid leukemia; onset, 2.8 y
after infusion). No new cases of movement and neurocognitive disorders were reported.
Conclusions: The median OS for pts enrolled in CARTITUDE-1 was 5 y, and 33% of pts remain
progression free for $5 y following a single cilta-cel infusion. These data provide the first
evidence that cilta-cel is potentially curative in pts with RRMM. Clinical trial information:
NCT03548207, NCT05201781. Research Sponsor: None.
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Safety and efficacy data from Nexicart-2, the first US trial of CAR-T in R/R light
chain (AL) amyloidosis, Nxc-201.

Heather Jolie Landau, Charlotte Hughes, Aaron Seth Rosenberg, Mehrdad Abedi, Shahzad Raza, Jeffrey A. Zonder, Eugene Brailovski, Sergio Giralt, Sham Mailankody,
Jae H. Park, Miguel-Angel Perales, Saad Z. Usmani, David Marks, Raymond Comenzo, Sridevi Rajeeve, Jennifer Liu; Memorial Sloan Kettering Cancer Center, New York, NY;
Memorial Sloan Kettering, New York, NY; UC Davis Comprehensive Cancer Center, Sacramento, CA; University of California Davis, Davis, CA; Cleveland Clinic Taussig Cancer
Institute, Cleveland, OH; Barbara Ann Karmanos Cancer Institute, Detroit, MI; Immix Biopharma, Los Angeles, CA; Department of Hematology-Oncology, Tufts Medical
Center, Boston, MA; Myeloma Service, Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY

Background: No FDA approved treatments exist for relapsed/refractory (RR) AL Amyloidosis.
Chimeric antigen receptor T-cell (CAR-T) is a novel approach to treating RR AL Amyloidosis. In
this study,we report safety and efficacy data fromNEXICART-2, the first U.S. clinical trial of any
CAR-T in RR AL Amyloidosis. Methods: NEXICART-2 (NCT06097832) is a single-arm, multi-
site U.S. Phase 1b/2 dose escalation and expansion trial of autologous BCMA-targeted CAR-T
NXC-201 in RR AL Amyloidosis. It will enroll 40 patients (pts) with a 6 patient safety run-in,
that has now completed. Pts must have been exposed to bortezomib and anti-CD-38 antibody
with persistent or relapsed disease. Lymphodepletion was with fludarabine and cyclophos-
phamide. The primary endpoint is complete hematologic response (CR) rate (Palladini. 2012).
Results: 7 pt (4 F, 3 M), median age 66 years (range: 56-82) were included. Median follow-up
97 days (range 7-209). Median prior lines 4 (range: 2-9); including 4(57%) with prior
autologous stem cell transplant; 6/7 had gain 1q. Median dFLC at enrollment were 5.4 mg/
dL (range: 2.4-12.1). 57% (4/7) had cardiac involvement (Mayo stage I (N =2), II (N=4) and IIIa
(N=1) with median NT-proBNP 909 pg/mL (range: 146 – 2,532)); 2/7 had New York Heart
Association (NYHA) class II heart failure, 5/7 class I. 2 pts had kidney involvement, with 4.5 and
10.0gm of proteinuria in 24h. 3 pts received 150 million and four 450 million CAR+T cells. CRS
was observed in 5 pts (grade 1 (N=4), grade 2 (N=1)); onset day 1 (N=3) or 3 (N=2), lasting ,24
hours following 1 dose of tocilizumab in all pts.Nopthadneurotoxicity. Adverse events included
neutropenia (grade 3 (N=3), grade 4 (N=2). 1 ptwith pre-existing stage 4 chronic kidney disease
prior to enrollment had Grade 4 acute on chronic kidney injury. There was no febrile neu-
tropenia, treatment-related infections, cardiac toxicity, and no deaths. All pts (7/7, 100%)
normalized pathological disease markers after NXC-201. Pts 1, 2, 4, 5, 6, 7 normalized FLCs at
median 7 days (range 7-14) followingNXC-201, all with reduction of dFLC to,1mg/dL. Pts 1, 2,
4, 5, 6 had MRD negativity in bone marrow by flow cytometry (10-6 sensitivity) at day 25 or 26
(Pt 7 was not MRD evaluable as of the cut-off date). Pt 3 had a renal organ response per AL
criteria (reduction in albuminuria) and resolution of the m-spike 15 days following NXC-201
(0.79g/dl at enrollment). As of the data cutoff, all pts are inVGPR/CR,with no relapses recorded.
Improvement inNYHAclass from II to I occurred in 1 pt 14days followingNXC-201 treatment. 15
pts are expected to have been treated at presentation time. Conclusions: In this first reported
U.S. CAR-T clinical trial experience in RR AL Amyloidosis, we demonstrate that NXC-201 can be
given safely and resulted in rapid and deep hematologic responses in all pts treated. Our data
suggests that the novel anti-BCMA CAR-T NXC-201 may become a valuable treatment option
for RR AL pts. Clinical trial information: NCT06097832. Research Sponsor: Immix Biopharma;
MSK Cancer Center Support Grant/Core Grant (P30 CA008748).
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Isatuximab, carfilzomib, lenalidomide, and dexamethasone (Isa-KRd) for high-risk
(HR) newly diagnosed multiple myeloma (NDMM): First-time report of the full
cohort of transplant-eligible (TE) patients in the GMMG-CONCEPT trial.

Lisa B. Leypoldt, Varun Raj Ginde, Britta Besemer, Marc S. Raab, Mathias Haenel, Christoph Mann, Christian Michel, Hans Christian Reinhardt, Yon-Dschun Ko, Igor W. Blau,
Christof Scheid, Maike de Wit, Martin Görner, Peter Staib, Hermann Einsele, Michael Hundemer, Axel Benner, Carsten Bokemeyer, Hartmut Goldschmidt, Katja C. Weisel;
University Medical Center Hamburg-Eppendorf, Hamburg, Germany; Division of Biostatistics, German Cancer Research Center (DKFZ) Heidelberg, Heidelberg, Germany;
University Hospital Tübingen, Tübingen, Germany; University Hospital Heidelberg, Heidelberg, Germany; Klinikum Chemnitz gGmbH, Chemnitz, Germany; University
Hospital Marburg, Marburg, Germany; University Medical Center Mainz, Mainz, Germany; Department of Hematology & Stem Cell Transplantation, University Hospital
Essen, Essen, Germany; Johanniter Krankenhaus, Bonn, Germany; Department of Hematology and Oncology, Charite Campus Benjamin Franklin, Berlin, Germany;
University Hospital of Cologne, Cologne, Germany; Vivantes KlinikumNeukoelln, Berlin, Germany; Klinikum Bielefeld Mitte, Bielefeld, Germany; St. Antonius-Hospital, Clinic
for Haematology and Oncology, Eschweiler, Germany; Universitätsklinikum Würzburg, Medizinische Klinik und Poliklinik II, Würzburg, Germany; Department of Oncology,
Hematology and Bone Marrow Transplantation with Section of Pneumology, University Medical Center Hamburg-Eppendorf, Hamburg, Germany; University Hospital
Heidelberg, Internal Medicine V and National Center for Tumor Diseases (NCT), Heidelberg, Germany

Background:Patients (pts)withHRNDMMhave shown impaired survival outcomes even in the
era of modern combination therapies. Establishing Isa-KRd in an intensified first-line regi-
men, the Phase II CONCEPT trial (NCT03104842) aimed at improving outcomes for HR NDMM
pts for whom clinical trials had long been missing. Methods: The prospective, multicenter,
academic Phase II CONCEPT trial has 2 parallel treatment arms according to transplant-
eligibility. Adult NDMM pts with HR disease, defined as $1 HR cytogenetic aberration (CA)
(del(17p), t(4;14), t(14;16), $3 copies 1q21) in combination with ISS stage II/III were included.
All pts received Isa-KRd induction (6 cycles), intensification (HD-MEL+ASCT [TEpts; armA] or
2 cycles Isa-KRd [non-TE pts; arm B]), 4 cycles Isa-KRd consolidation and 2 years Isa-KR
maintenance. Primary endpoint isminimal residual disease (MRD) negativity (NGF, 10-5) at the
end of consolidation, tested against the null hypothesis MRD-neg rate #50% (TE pts); key
secondary endpoints include survival times (PFS, OS). The trial recruited in 2 phases: 2017-
2020 (TE+TNE; 1st cohort) and 2021-2022 (TE only; 2nd cohort), with a switch in carfilzomib
application implemented in 2021 (1x weekly instead of 2x weekly). Interim results of the 1st

cohort have been shown before. Here, we report for the first time the final analysis on the
primary endpoint from the full cohort of TE pts. Results: 219 TE pts (and 26 TNE pts) were
included and dosed. At data cut-off (9 Jan 2025), 66 pts were still on treatment. Median age of
TE pts was 60 years (range, 31-73) with 119 and 100 showing ISS II and III. Del(17p) and gain1q
were the most common HRCA (40.6% and 46.6%) and 35.6% had $2 HRCA. The trial met its
primary endpoint with an MRD-neg rate after consolidation of 73.2% in the MRD-analysis
population (153/209; 10not assessable). Further analyses confirmed the benefit across different
CA subgroups. Overall, 58.4% reached MRD-neg $CR, 86.8% reached MRD-neg at any time.
64.8% and 40.6% retained$1-year- and$2-year-sustainedMRD-neg.With amedian follow-
up (mFU) of 42mo (0-85.5mo),mPFS for TE ptswas 69.7mo,whilemOShas not been reached.
For TNE pts (mFU 60 mo), mPFS and mOS have not been reached. Reaching and remaining in
MRD-neg state led to a significant PFS benefit (hr 0.16 [0.08;0.32], time-dependent Cox
regression). Carfilzomib 1x weekly resulted in fewer K discontinuations than 2x weekly dosing
(0.6%and4.8%,TEpts),withmore dose reductions in the 1xweekly dosing (9.5%and5.5%, TE
pts). Conclusions: The full CONCEPT cohort represents the largest prospective trial cohort of
purely HR NDMM pts reported so far. Isa-KRd resulted in unprecedented rates of MRD-neg.,
sustained MRD-neg. and survival supporting the use of Isa-KRd as a standard-of-care regime
in this hard-to-treat population. Clinical trial information: NCT03104842. Research Sponsor:
University Medical Center Hamburg-Eppendorf; Sanofi; Amgen; BMS/Celgene.
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Linvoseltamab (LINVO) + bortezomib (BTZ) in patients (pts) with relapsed/
refractory multiple myeloma (RRMM): First results from the LINKER-MM2 trial.

Paula Rodrı́guez-Otero, Sosana Delimpasi, Albert Oriol, Meletios Athanasios Dimopoulos, Xavier P. Leleu, Salomon Manier, Carmen Martinez-Chamorro,
Rajshekhar Chakraborty, Sam Rubinstein, Anna Sureda, Marta Sonia Gonzalez, Jean-Marie Michot, Aurora Breazna, James Drew, Anita Boyapati, Sheila Masinde,
Glenn Scott Kroog, Shawn M. Sarkaria, Joaquin Martinez-Lopez; Department of Hematology, Clı́nica Universidad de Navarra, Pamplona, Spain; Department of Hematology
and Bone Marrow Transplantation Unit, General Hospital Evangelismos, Athens, Greece; Department of Hematology, Institut Català D’oncologia I Institut Josep Carreras
Hospital Germans Trias I Pujol, Badalona, Spain; Alexandra General Hospital, National and Kapodistrian University of Athens, Athens, Greece; Hematology, CIC 1082,
U1313, CHU, University, Poitiers, France; Department of Hematology, Lille University Hospital, Lille, France; Hematology Department, Hospital Universitario Quirónsalud
Madrid and Universidad Europea de Madrid, Madrid, Spain; Department of Medicine, Columbia University Irving Medical Center, New York, NY; Department of Hematology/
Oncology, The University of North Carolina, Durham, NC; Clinical Hematology Department, Institut Català d’Oncologia - L’Hospitalet, IDIBELL, Universitat de Barcelona,
Barcelona, Spain; Department of Hematology, Complejo Hospitalario Universitario de Santiago de Compostela, Servizio Galego de Saúde, Compostela, Spain; Gustave
Roussy Cancer Campus, Villejuif, France; Regeneron Pharmaceuticals, Inc., Tarrytown, NY; Department of Hematology, Hospital Universitario 12 De Octubre, I + 12, CNIO
Complutense University, Ciberonc, Madrid, Spain

Background: LINVO, a BCMA3CD3 bispecific antibody, has shown high efficacy and generally
manageable safety in triple-class exposed (TCE: anti-CD38 Ab + immunomodulatory drug
[IMiD] + proteasome inhibitor [PI]) pts with RRMM. PIs such as BTZ have direct anti-MM
activity and may enhance LINVO activity by improving immune function. We report safety and
preliminary efficacy data from dose escalation and expansion in the LINVO + BTZ cohort of the
phase 1b, open-label LINKER-MM2 trial (NCT05137054). Methods: Eligible pts were $18 yrs
with RRMM that progressed after$3 lines of therapy (LoT), or$2 LoT if either TCE or double-
class refractory (IMiD + PI). Prior BTZwas allowed if previously tolerated and$6months (mos)
had elapsed since last exposure. BTZ-refractory pts were allowed during dose escalation.
Treatment (tx) began with LINVO alone (Cycle [C] 0: 2 step-up doses [5 and 25 mg] and $1
full dose [dose level [DL] 1 = 100 mg or DL2 = 200 mg]) before initiating standard dose BTZ
(1.3 mg/m2 twice weekly over 21-day cycles) at C1. LINVO was given once weekly (QW) in C1–4,
then Q3W thereafter. BTZ dosing could be switched to QW after C3 and ended after a total of 8
cycles. Dexamethasone premedication was limited to C0–1. Primary endpoints were dose-
limiting toxicities (DLTs; dose-finding portion) and incidence/severity of tx-emergent AEs
(TEAEs). Secondary endpoints included objective response rate (ORR), duration of response
(DOR), and progression-free survival (PFS). Results: As of Sept 30, 2024, 22 pts had received tx
(DL1: n=6; DL2: n=16). Median follow-up duration was 6.3 mos (range 1–21), with 55% of pts
still receiving tx.Median agewas 68.5 yrs (range 45–77), 68%weremale, 23%had ISS stage III,
and 55% had extramedullary or paraskeletal disease. Median prior LoT was 3 (range 2–9),
including 86% of pts with TCE and 41% with triple-class refractory disease; 59% were re-
fractory to$1 PI (9% BTZ-refractory). Among evaluable pts, ORRwas 79% (11/14; DL1 80% [4/
5]; DL2 78% [7/9]). The 6-month DOR rate was 90% (95% CI 47–99) and 6-month PFS rate
was 79% (95% CI 47–93). PK analysis found LINVO concentrations were not affected by
addition of BTZ. The most common TEAEs were neutropenia (any Grade [Gr] 59%; Gr 3–4
45%), thrombocytopenia (50%; 36%), and cytokine release syndrome (55%; 0%). ICANS was
reported in 4 pts (all Gr 1–2with onset during step-updosing). Infectionswere reported in 82%
of pts (Gr 3–4 36%); 1 pt died of pneumonia#30 days after last dose before start of combination
tx. One DLT occurred at DL2 (Gr 3 CMV colitis on day 48; resolvedwith tx delay and ganciclovir).
Conclusions: LINVO + BTZ induced high response rates, with encouraging early DOR and PFS,
in a population that was mostly PI-refractory. Safety was consistent with the known profile of
each drug, and risk of Gr 3–5 infection was similar to LINVO monotherapy. These data will
inform LINVO combination strategies for earlier LoT. Clinical trial information: NCT05137054.
Research Sponsor: Regeneron Pharmaceuticals, Inc.
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Heterogeneity in the expression of GPRC5D between patients with multiple
myeloma.

Harsh Parmar, Maher Albitar, Sally Agersborg, Ahmad Charifa, Pooja Phull, Noa Biran, David H. Vesole, Andrew L. Pecora, Andrew Ip, Andre Goy,
David Samuel DiCapua Siegel; John Theurer Cancer Center, Hackensack University Medical Center, Hackensack, NJ; Genomic Testing Cooperative, Lake Forest, CA;
Hackensack University Medical Center, Hackensack, NJ

Background: G-protein-coupled receptor class C group 5 member D (GPRC5D) is a protein
inducible by all-trans retinoic acid with expression levels that vary depending on cellular
differentiation. This protein receptor is targeted by several therapeutic modalities including
chimeric-antigen receptor T-cell therapy (CAR-T), T-cell engagers (TCEs) and antibody-drug
conjugates (ADCs). However, our understanding of GPRC5D expression levels in multiple
myeloma cells and patient-to-patient heterogeneity remains limited. We investigated the
expression levels of GPRC5D in the plasma cells of patients with multiple myeloma and
compared its level of expression with those of CD38, CD138 and BCMA (TNFRSF17).
Methods: Plasma cells from the bonemarrow aspirates of 290 patients withmultiple myeloma
were enriched using CD138 column. RNAwas extracted from the CD138 enriched population and
sequenced by next generation sequencing (NGS) using a targeted RNA panel of 1600 genes. The
RNA expression levels of various genes were quantified and expressed as transcript per million
(TPM).Results: There was significant variation in the expression of GPRC5D betweenmyeloma
samples. Themedian and standard deviations for CD38, CD138, BCMA, andGPRC5Dwere 89 and
113, 69 and 134, 58 and 132, and 10 and 166, respectively. There was significant correlation (P,

0.00001) between CD38, CD138 and BCMA. However, there was no correlation between the
levels of GPRC5D and CD38 (R=-0.05, P= 0.4), CD138 (R=0.3, P= 0.6 ) or BCMA (R=0.1, P=0.02).
Ten samples (3%) had zero TPM expression of GPRC5D despite relatively high CD138 (between
33 TPM and 487 TPM). The ratio of GPRC5D: BCMA varied from 0 to 39with one sample with an
exceptionally high ratio of 459 due to very low BCMA with high CD138 due to anti-BCMA
therapy. Conclusions: Analysis of these data suggests that unlike BCMA, there is a significant
patient-to-patient heterogeneity in GPRC5D expression. GPRC5D expression levels show a
wide variation with approximately 3% of patients showing an absence of GPRC5D expression.
Clinical trials exploring anti-GPRC5D therapy should consider measuring GPRC5D expression
levels and potentially explore other therapies that may induce its increased expression given
our findings. Research Sponsor: None.

RNA Expression Levels (TPM)

Variable Median Lower Quartile Upper Quartile

CD38 89 63 135
CD138 69 44 134
BCMA 58 35 106
GPRC5D 10 2 50

Spearman Correlations

Pair of Variables R t(N-2) p-value

CD38 & CD138 0.362809 6.60727 0.0000000
CD38 & BCMA 0.383742 7.05224 0.0000000
CD138 & BCMA 0.63282 13.86974 0.0000000
CD138 & GPRC5D 0.028007 0.47548 0.6348020
CD38 & GPRC5D -0.045081 -0.76583 0.4444070
BCMA & GPRC5D 0.138314 2.37004 0.0184450
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Belantamab mafodotin plus lenalidomide/dexamethasone in newly diagnosed
intermediate-fit & frail multiple myeloma patients: Long-term efficacy and safety
from the phase 1/2 BELARD clinical trial.

Evangelos Terpos, Maria Gavriatopoulou, Ioannis Ntanasis-Stathopoulos, Nikolaos Kanellias, Eirini Solia, Panagiotis Malandrakis, Vasiliki Spiliopoulou,
Foteini Theodorakakou, Magdalini Migkou, Evangelos Eleutherakis Papaiakovou, Despina Fotiou, Stavros Gkolfinopoulos, Efstathios Kastritis,
Meletios Athanasios Dimopoulos; Department of Clinical Therapeutics, National and Kapodistrian University of Athens, School of Medicine, Athens, Greece; Health Data
Specialists, Dublin, Ireland; Department of Clinical Therapeutics, National and Kapodistrian University of Athens, Athens, Greece

Background: We report the long-term safety & efficacy results of a novel, extended dosing
schedule of belantamab mafodotin (belamaf) combined with Lenalidomide & Dexamethasone
(Rd), in transplant-ineligible newly diagnosed Multiple Myeloma patients (pts). Methods:
Phase 1/2BelaRd trial (NCT04808037)Part 1 evaluated the safety/tolerability of belamaf 2.5/1.9/
1.4 mg/kg plus Rd & established a recommended phase 2 dose (RP2D) of 1.9 mg/kg Q8W,
extended to Q12W for Ocular Adverse Events (OAEs, Best Corrected Visual Acuity [BCVA] change
from baseline & keratopathy). Dosing was led by ophthalmologist-assessed OAEs. In Part 2
RP2D is assessed in 2 groups: Dosing in Group A is guided as in Part 1 & in Group B by Vision-
Related Anamnestic (a 9-question tool on pt-reported ocular symptoms& their impact on daily
functioning) & $Gr3 OAEs. Safety/efficacy results from both Parts of the trial are presented.
Results: Of Part 1 pts (n=36; median age: 72.5; male: 53%), 25 (69%) are ongoing & 11 (31%)
discontinued (8 [22%] due to fatal events; 1 [3%] progressive disease; 2 [6%] withdrew
consent). 17%/75% of pts had stage I/II disease per R-ISS & 8% high-risk cytogenetics
(HRC). At a median follow-up (FU) of 36.2 months, Overall Response Rate (ORR) was 100%.
Meaningful BCVA decline (Snellen ,20/50 ) was recorded in 12% & Gr2/$Gr3 keratopathy in
12%/3% of ocular exams. Median time to resolution was 1.9/1.1 months for $Gr2 BCVA/
keratopathy OAEs, respectively. Themost common ($10%) Gr$3 non-ocular AEs were fatigue,
diarrhea, rash, COVID-19, pneumonia & insomnia. Of Part 2 pts (n=30; median age: 75; male:
67%), 22 (73%) are ongoing & 8 (27%) discontinued (6 [20%] due to fatal events; 1 [3%]
progressive disease; 1 [3%]withdrew consent). 27%/63%of pts had stage I/II disease per R-ISS
& 17% had HRC. At a median FU of 19.7 months, ORR was 96.7%. Meaningful BCVA decline was
recorded in 27% & Gr2/$Gr3 keratopathy in 9%/,1% of ocular exams. Median time to
resolution of $Gr2 OAEs was 1.75 months. The most common Gr$3 non-ocular AEs were
fatigue & rash. The 12/24/36-months Time to Progression rates for all 66 pts were 98.2%/
98.2%/94.4% (table 1). Conclusions: As has also been shown in the DREAMM-7/-8 studies,-
belamaf exhibits substantial clinical activity, with rapid, deep& durable responses in an unfit pt
population,with only 2 PDs observed after amedian of ~2 years FU. Only a fewhigh-grade OAEs
were recorded, that resolved quickly & no new safety signals were observed. Moving forward,
the BelaRd combination, with the extended belamaf dosing schedule, warrants further in-
vestigation in larger pt numbers. Clinical trial information: NCT04808037. Research Sponsor:
None.

Time to progression (TTP) rates in the overall population (66 pts).

TTP rate in % (95% CI)

12 months 98.21 (87.99-99.75)
24 months 98.21 (87.99-99.75)
36 months 94.44 (77.81-98.70)

CI: Confidence Interval.
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Linvoseltamab (LINVO) + carfilzomib (CFZ) in patients (pts) with relapsed/
refractory multiple myeloma (RRMM): Initial results from the LINKER-MM2 trial.

Salomon Manier, Enrique M. Ocio, Carmen Martinez-Chamorro, Sosana Delimpasi, Albert Oriol, Meletios Athanasios Dimopoulos, Xavier P. Leleu, Sam Rubinstein,
Nisha S. Joseph, Mercedes Gironella Mesa, Rajshekhar Chakraborty, Carlos Fernandez de Larrea, Aurora Breazna, James Drew, Anita Boyapati, Anasuya Hazra,
Glenn Scott Kroog, Shawn M. Sarkaria, Paula Rodrı́guez-Otero; Hematology Department, Lille University Hospital, Lille, France; Servicio de Hematologı́a y Hemoterapia,
Hospital Universitario Marqués de Valdecilla University Hospital (IDIVAL) Universidad de Cantabria, Santander, Spain; Hematology Department, Hospital Universitario
Quirónsalud Madrid and Universidad Europea de Madrid, Madrid, Spain; Department of Hematology and Bone Marrow Transplantation Unit, General Hospital Evangelismos,
Athens, Greece; Department of Hematology, Institut Català D’oncologia I Institut Josep Carreras Hospital Germans Trias I Pujol, Badalona, Spain; Alexandra General
Hospital, National and Kapodistrian University of Athens, Athens, Greece; Hematology, CIC 1082, U1313, CHU, University, Poitiers, France; Department of Hematology/
Oncology, The University of North Carolina, Durham, NC; Winship Cancer Institute, Emory University, Atlanta, GA; Hematology Department, Vall d’Hebron Hospital,
Barcelona, Spain; Department of Medicine, Columbia University Irving Medical Center, New York, NY; Hematology Department, Amyloid and Myeloma Unit, Hospital Cĺınic
de Barcelona and Institut d´Investigacions Biomèdiques August Pi I Sunyer, University of Barcelona, Barcelona, Spain; Regeneron Pharmaceuticals, Inc., Tarrytown, NY;
Department of Hematology, Cĺınica Universidad de Navarra, Pamplona, Spain

Background: LINVO, a T-cell redirecting BCMA3CD3 bispecific antibody, has demonstrated
high efficacy and generally manageable safety in triple-class exposed (TCE: anti-CD38 Ab +
immunomodulatory drug [IMiD] + proteasome inhibitor [PI]) pts with RRMM. Combination
treatment (tx) with CFZ, a potent second-generation PI, may enhance clinical activity via rapid
cytoreduction and complementary immunostimulatory mechanisms like immunogenic cell
death and antigen spreading. We report safety and preliminary efficacy from dose escalation in
the LINVO + CFZ cohort of the phase 1b, open-label LINKER-MM2 trial (NCT05137054).
Methods: Eligible pts were $18 years with RRMM that progressed after $3 lines of therapy
(LoT), or $2 LoT if either TCE or double-class refractory (IMiD + PI). Prior CFZ was allowed if
previously tolerated and $6 months had elapsed since last exposure. CFZ-refractory pts were
allowed during dose escalation. Tx beganwith LINVO alone (Cycle [C] 0) consisting of 2 step-up
doses (5 mg and 25 mg) and 2 full doses (dose level [DL] 1 = 100 mg or DL1b = 150 mg) before
initiation of CFZ (20/56 mg/m2 on days 1, 2, 8, 9, 15, 16) at C1. LINVO was given once weekly
(QW) in C1–4, and Q2W thereafter. CFZ dosing could be switched to QW after C2. Dexameth-
asone premedication was limited to C0–1. Primary endpoints were dose limiting toxicities
(DLTs) and tx-emergent adverse events (TEAEs). Secondary endpoints included objective
response rate (ORR), duration of response (DOR), and progression-free survival (PFS).
Results: As of Sep 30, 2024, 18 pts were treated at DL1 (n = 12) or DL1b (n = 6). Median duration
of follow-up was 16.9 (DL1) and 7.7 months (DL1b), with 67% and 83% of pts still receiving tx,
respectively. Median age was 68 years (range 53–79), 50% were male, 6% had ISS stage III,
50% had extramedullary or paraskeletal disease, and 17% had high-risk cytogenetics. Median
prior LoT was 3 (2–6), including 83% of pts with TCE and 33% with triple-class refractory
disease. Among evaluable pts, ORRwas 91% at DL1 (10/11;$VGPR 91%) and 100% at DL1b (6/6;
$VGPR 80%).Median DORwas not reached at either DL. For DL1, the PFS rate was 91% (95%CI
51–99) at 6months and 73%(95%CI 37–90) at 12months. NoPFS events had occurred atDL1b.
PK analysis found LINVO concentrations were not affected by addition of CFZ. The most
common TEAEs were neutropenia (any Grade [Gr] 78%; Gr 3–4 61%), thrombocytopenia
(61%; 39%), and cytokine release syndrome (61%; Gr $3 0%). One pt experienced ICANS
(Gr 1). Infections were reported in 89% of pts (Gr$3 44%). One DLT was observed at DL1, Gr 4
thrombocytopenia in the setting of tumor lysis syndrome, from which the pt recovered and
afterward resumed tx. Conclusions: LINVO + CFZ induced a high rate of deep and durable
responses with a safety profile consistent with the individual drugs, supporting further de-
velopment. Enrollment at 200 mg LINVO in combination with CFZ is ongoing. Clinical trial
information: NCT05137054. Research Sponsor: Regeneron Pharmaceuticals, Inc.
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Phase 1, first-in-human study of ISB 2001: A BCMAxCD38xCD3-targeting trispe-
cific antibody for patients with relapsed/refractory multiple myeloma (RRMM)—
Dose escalation (DE) results.

Eben I. Lichtman, Amit Khot, Bradley Augustson, David Levitz, Hanlon Sia, Nicole Wong Doo, Michaela Liedtke, Camille Martinet, Vinu Menon, Andrew Garton,
Harjeet Sembhi, Maria Pihlgren, Cyril Konto, Beata Holkova, Lida Pacaud, Hang Quach; UNC Lineberger Comprehensive Cancer Center, Chapel Hill, NC; Peter MacCallum
Cancer Centre, Melbourne, VIC, Australia; Sir Charles Gairdner Hospital, Perth, Western Australia, Australia; Montefiore Medical Center, Bronx, NY; Pindara Private Hospital,
Gold Coast, QLD, Australia; Concord Hospital, Concord, Australia; Stanford Cancer Center, Stanford, CA; Medqualis, Montreal, QC, Canada; IGI Inc, New York, NY; Ichnos
Sciences, New York, NY; IGI Group Inc, Boston, MA; University of Melbourne, St Vincent’s Hospital, Melbourne, VIC, Australia

Background: MM remains an incurable disease and resistance mechanisms are emerging. ISB
2001, a first-in-class trispecific T cell engager, redirects cytotoxic T cells to BCMA and/or
CD38-expressing myeloma cells. By simultaneously targeting two TAA, ISB 2001 enhances
avidity binding to tumor cells in vitro, hence potency,while the distal positioning of the CD38 vs
CD3 bindersminimizes CD38-related off-tumor adverse events.Methods:We report data from
the DE portion of a Phase 1 study of ISB 2001, assessing safety, tolerability, efficacy, pharma-
cokinetics (PK), and pharmacodynamics (PD) in RRMM patients (pts) exposed to immuno-
modulatory drugs, proteasome inhibitors, and anti-CD38 therapies and refractory or intolerant
to established therapies. Prior BCMA-targeted and/or T-cell directed therapies were allowed.
ISB 2001 was administered weekly subcutaneously (SC) in 28-day cycles, with initial step-up
doses on Days 1 (15mg/kg) and 4 (variable). DE utilized an accelerated titration design (initial 3
cohorts with single-patient dosing) followed by a standard 3+3 design. DLTs were evaluated in
the first 28 days. After DE, the studywill proceedwith Part 2 (dose expansion) to confirm safety
and select the recommended Ph2 dose under FDA Project Optimus. Results: As of January 13,
2025, 24 pts were treated with ISB 2001 across 8 dose levels (5–1800 mg/kg) with a median
follow-up of 6 months (range: 2–12). DL9 (2700 mg/kg) is last dose level and currently
enrolling. Among 24 pts, median age was 66 years; 58% male, 83% white with a median of
6 prior lines of therapy (range: 3-11). All pts were triple-exposed, 17/24 (71%) penta-exposed,
and 3/17 penta-refractory (18 %). No DLT, adverse events (AE) leading to treatment discon-
tinuation or deaths occurred. Serious AEs were reported in 8 (33%) patients. Drug related Grade
(Gr) 3-4AEswere seen in 13 (54%)pts. CRSwas reported in 17 (70.8%)patients, primarilyGrade
1–2,with amedian onset of 3 days and amedian duration of 2 days. No neurologic AEs or ICANs.
The Overall Response Rate (ORR) was 75% across all 8 doses, including stringent CR (sCR) 13%,
CR 13%,VGPR38%,PR 13%.Responseswere observed fromdose level as lowas 50mg/kg (MRD-
neg, sCR) with an ORR of 82% at doses $50 mg/kg. Median time to response was 36 days. ISB
2001 showed near dose-proportional PK, a half-life.10 days, and consistent T-cell activation,
supporting itsmechanism of action. Conclusions: ISB 2001waswell toleratedwithmanageable
CRS, no ICANS and demonstrated robust anti-myeloma activity in heavily pretreatedRRMMpts
(NCT05862012). Full clinical data, including PK and PD results from the dose-escalation
portion of the study, will be presented at the conference. Clinical trial information:
NCT05862012. Research Sponsor: IGI.
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Minimal residual disease (MRD) negativity (neg) in patients (pts) with relapsed or
refractory multiple myeloma (RRMM) treated with belantamab mafodotin plus
pomalidomide and dexamethasone (BPd) vs pomalidomide, bortezomib, and
dexamethasone (PVd): Analysis from the DREAMM-8 trial.

Suzanne Trudel, Meral Beksac, Luděk Pour, Sosana Delimpasi, Vladimir I. Vorobyev, Hang Quach, Kihyun Kim, Kazuhito Suzuki, Maria-Victoria Mateos, Jie Ma, Yinjiao Ma,
Ianire Garrobo-Calleja, Giulia Fulci, Elisabet Manasanch, Neal Sule, Brandon Kremer, Pralay Mukhopadhyay, Joanna Opalinska, Meletios Athanasios Dimopoulos;
Department of Medical Oncology and Hematology, Princess Margaret Cancer Centre, Toronto, ON, Canada; Department of Hematology, Ankara Liv Hospital, Istinye
University, Ankara, Turkey; University Hospital Brno, Brno, Czech Republic; General Hospital Evangelismos, Athens, Greece; Leningrad Regional Clinical Hospital, Saint
Petersburg, Russian Federation; University of Melbourne, St Vincent’s Hospital, Melbourne, VIC, Australia; Sungkyunkwan University, Samsung Medical Center, Seoul,
South Korea; Division of Clinical Oncology and Hematology, Department of Internal Medicine, The Jikei University School of Medicine, Tokyo, Japan; Hospital Universitario
de Salamanca/IBSAL/CIC/Ciberonc, Salamanca, Spain; GSK,Waltham,MA; GSK, Upper Providence, PA; GSK, London, United Kingdom; GSK, Collegeville, PA; Department of
Clinical Therapeutics, School of Medicine, National and Kapodistrian University of Athens, Athens, Greece

Background: In DREAMM-8 (NCT04484623), BPd demonstrated a statistically significant,
clinically meaningful benefit to progression-free survival (PFS) vs PVd in pts with RRMMwho
received $1 prior line of treatment including lenalidomide. MRD neg has been shown to be a
predictor of PFS and overall survival (OS) inMM.We assessed efficacy outcomes byMRD status.
Methods: Ptswere randomized (1:1) to BPd or PVd. The primary endpoint was independent
review committee (IRC)–assessed PFS; OS, duration of response, and MRD status determined
by next-generation sequencing with 1025 sensitivity threshold was assessed in pts with
complete response or better ($CR) every 6 mo until progressive disease. Post hoc subgroup
analyses of PFS and OS were conducted based on IRC-assessed response ($CR or $VGPR) and
MRD-neg status using Kaplan-Meier method; CIs were estimated using Brookmeyer-Crowley
method. Results: 302 pts were randomized to BPd (n=155) or PVd (n=147). As previously
reported (median follow-up, 21.8 mo), more pts with BPd had CR-based MRD neg vs PVd
(37/155 [24%] vs 7/147 [5%]). A similar trendwas seen in ptswith$VGPR; 50/155 pts (32%)had
VGPR-basedMRD neg with BPd vs 8/147 (5%) with PVd. In the DREAMM-8 trial, MRD neg was
associated with improved efficacy outcomes (Table). Pts with CR-based MRD neg had a lower
risk of disease progression or death comparedwith ptswithoutMRDneg (PFSHR, 0.14; 95%CI,
0.06-0.32; Table); median was NR overall and in each treatment arm (HR [BPd vs PVd], 0.90;
95% CI, 0.10-7.76). MRD neg pts had a lower risk of death (OS HR, 0.18; 95% CI, 0.07-0.49). In
all pts who did not have CR-basedMRD neg, pooledmedian PFS was 14.0mo (95% CI, 11.1-18.6
mo; BPd, 19.6mo; PVd, 10.2mo; HR [BPd vs PVd], 0.67; 95%CI, 0.47-0.94), and the pooled 18-
mo PFS rate was 46% (95% CI, 39%-52%; BPd, 52%; PVd, 39%). Median OS was NR overall,
33.0 mo (95% CI, 23.7-NR) with BPd and NRwith PVd; 18-mo OS rate was 69% (95% CI, 63%-
75%; BPd, 72%; PVd, 67%). Conclusions: Consistent with previous reports, MRD neg was
associated with a robust benefit in PFS and OS, highlighting the significance of a greater
response depth. Pts with BPd achieved a 5-fold improvement in CR-based MRD neg vs PVd
(24% vs 5%). Pts who did not achieve CR-basedMRD neg had a clinically meaningful benefit in
PFS with BPd vs PVd. Clinical trial information: NCT04484623. Research Sponsor: Funding
statement: This study sponsored by GSK. Editorial support provided by Nucleus Global and
funded by GSK. Drug linker technology licensed from Seagen Inc.; monoclonal antibody pro-
duced using POTELLIGENT Technology licensed from BioWa.

MRD neg Non-MRD neg

MRD status (‡CR), n Pooled (44) BPd (37) PVd (7) Pooled (258) BPd (118) PVd (140)

Median PFS
(95% CI), mo

NR
(NR-NR)

NR
(NR-NR)

NR (NR-NR) 14.0
(11.1-18.6)

19.6
(13.5-NR)

10.2
(8.4-17.1)

18-mo PFS rate
(95% CI), %

93 (79-98) 91 (75-97) 100
(100-100)

46 (39-52) 52 (42-62) 39 (30-48)

18-mo OS rate
(95% CI), %

93 (80-98) 92 (76-97) 100
(100-100)

69 (63-75) 72 (62-79) 67 (59-74)

HEMATOLOGIC MALIGNANCIES—PLASMA CELL DYSCRASIA

http://www.clinicaltrials.gov/ct2/show/NCT04484623


7516 Rapid Oral Abstract Session

Daratumumab plus bortezomib, lenalidomide, and dexamethasone (DVRd) in pa-
tients with newly diagnosed multiple myeloma (NDMM): Subgroup analysis of
transplant-ineligible (TIE) patients in the phase 3 CEPHEUS study.

Thierry Facon, Sonja Zweegman, Vania Hungria, Nizar J. Bahlis, Christopher P. Venner, Marc Justin Braunstein, Luděk Pour, Josep Marti, Supratik Basu, Yaël C. Cohen,
Morio Matsumoto, Kenshi Suzuki, Cyrille Hulin, Sebastian Grosicki, Meral Beksac, Angelo Maiolino, Jianping Wang, Melissa Rowe, Robin L. Carson, Saad Z. Usmani;
University of Lille, CHU Lille, Lille, France; Amsterdam University Medical Center, Vrije Universiteit Amsterdam, Amsterdam, Netherlands; Clinica Médica S~ao Germano, S~ao
Paulo, Brazil; Arnie Charbonneau Cancer Research Institute, University of Calgary, Calgary, AB, Canada; Cross Cancer Institute, University of Alberta, Edmonton, AB,
Canada; Perlmutter Cancer Center, NYU Langone Health, New York, NY; University Hospital Brno, Brno, Czech Republic; Hospital Universitario Mútua de Terrassa, Terrassa,
Spain; Royal Wolverhampton NHS Trust and University of Wolverhampton, CRNWestMidlands, NIHR, Wolverhampton, United Kingdom; Tel Aviv Sourasky (Ichilov) Medical
Center, Faculty of Medical & Health Sciences, Tel Aviv University, Tel Aviv, Israel; Department of Hematology, National Hospital Organization Shibukawa Medical Center,
Gunma, Japan; Department of Hematology, Japanese Red Cross Medical Center, Tokyo, Japan; Department of Hematology, Hôpital Haut Lévêque, University Hospital,
Pessac, France; Department of Cancer Prevention, Medical University of Silesia, Katowice, Poland; Istinye University, Ankara University, Ankara, Turkey; Instituto Americas
de Ensino, Pesquisa e Inovaç~ao, Rio De Janeiro, Brazil; Johnson & Johnson, Spring House, PA; Johnson & Johnson, High Wycombe, United Kingdom; Memorial Sloan
Kettering Cancer Center, New York, NY

Background:After readout of thePERSEUS andCEPHEUS trials, daratumumab-based therapy+
VRd is emerging as the standard of care in NDMM treatment. In CEPHEUS (NCT03652064),
DVRd improved minimal residual disease negativity (MRD neg) and progression-free survival
(PFS) vs VRd in patients (pts) with TIE or transplant-deferred (TD) NDMM. As transplant
deferral is not a common clinical pathway inmany regions, herewe report a post hoc analysis of
DVRd efficacy in TIE pts. Methods: CEPHEUS enrolled pts with TIE or TD NDMM, ECOG
performance status (PS) 0–2, and an International Myeloma Working Group (IMWG) frailty
score of 0 or 1. Pts were randomized (1:1) to DVRd or VRd. In this analysis, the primary endpoint
of overall MRD neg rate (MRD neg at 10-5 and complete response or better [$CR]), and key
secondary endpoints, including PFS and sustained MRD neg (confirmed MRD neg $12 months
[mo] apart without MRD positivity in between) were assessed in the CEPHEUS TIE population.
Results: Of 395 pts, 289 were TIE (DVRd, n=144; VRd, n=145). TIE population baseline (BL)
characteristicswere generallywell balanced betweenDVRdvsVRd. In theTIE vs intent-to-treat
(ITT) population,median agewas older (72 vs 70 years [y]), and a higher percentage of ptswere
intermediate fit per IMWGcriteria (41.2%vs 35.2%). InTIEpts, overallMRDneg rate at 1025was
60.4% for DVRd and 39.3% for VRd (odds ratio [OR] 2.37; 95%CI 1.47–3.80; P,0.0001); at 1026,
itwas 45.8%vs 26.9% (OR2.28; 95%CI 1.40–3.73; P=0.001). SustainedMRDneg rate (1025)was
46.5% vs 27.6% (OR 2.27; 95% CI 1.39–3.70; P=0.0010). Overall $CR rate was 80.6% vs 61.4%
(OR 2.73; 95% CI 1.71–4.34; P,0.0001). At 58.7-mo median follow-up, median PFS was NR for
DVRd and 49.6 mo for VRd, and the 54-mo PFS rate was 69.0% vs 48.0% (HR 0.51; 95% CI
0.35–0.74; P=0.0003); OS favored DVRd vs VRd (HR 0.66; 95% CI 0.42–1.03; after censored for
deaths due to COVID-19, HR 0.55; 95% CI 0.34–0.90). Treatment effect was generally con-
sistent across subgroups (Table). Safety profile was consistent with ITT and the known profile
for daratumumab subcutaneous and VRd. Conclusions: In CEPHEUS TIE pts, the $CR rate was
80.6%and overallMRDneg rate (1025)was 60.4%,with ~50%of pts sustainingMRDneg for$1
y. Nearly 70% of pts were alive and progression free at 4.5 y. These subgroup data reinforce the
strong efficacy of DVRd in the TIE population. Clinical trial information: NCT03652064.
Research Sponsor: Johnson & Johnson.

MRD neg (10-5) rate, % Median PFS, mo

BL characteristic DVRd VRd OR 95% CI DVRd VRd OR 95% CI

ISS stage I 66.0 41.7 2.72 1.20–6.17 All not estimable 60.6 0.58 0.30–1.12
II 59.3 43.9 1.86 0.88–3.96 49.4 0.41 0.21–0.77
III 55.0 30.0 2.85 1.14–7.15 33.6 0.61 0.31–1.19
Cytogenetic risk High 50.0 50.0 1.00 0.28–3.57 31.7 0.82 0.33–2.03
Standard 62.9 38.7 2.68 1.54–4.64 60.6 0.54 0.33–0.86
ECOG PS 0 57.7 43.9 1.75 0.82–3.73 60.6 0.33 0.16–0.69
‡1 62.0 36.4 2.85 1.56–5.22 47.2 0.63 0.40–0.99
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Isatuximab, bortezomib, lenalidomide, and dexamethasone (Isa-VRd) in newly
diagnosed multiple myeloma (NDMM): Outcomes in patients with 1q21+ status in
the phase 3 IMROZ study.

Meletios Athanasios Dimopoulos, Xavier P. Leleu, Meral Beksac, Ludek Pour, Roman Hajek, Zhuogang Liu, Jiri Minarik, Philippe Moreau, Joanna Romejko-Jarosinska,
Ivan Spicka, Vladimir I. Vorobyev, Elena Zamagni, Hartmut Goldschmidt, Thomas G. Martin, Robert Orlowski, Zandra Karina Klippel, Umer Khan, Sandrine Macé,
Helgi van de Velde, Thierry Facon; Department of Clinical Therapeutics, School of Medicine, National and Kapodistrian University of Athens, Athens, Greece; Service
d’Hématologie et Thérapie Cellulaire, CHU and CIC Inserm 1402, Poitiers Cedex, France; Department of Hematology, Ankara Liv Hospital, Istinye University, Ankara, Turkey;
Department of Internal Medicine, Hematology and Oncology, University Hospital Brno, Brno, Czech Republic; University Hospital Ostrava and University of Ostrava, Ostrava,
Czech Republic; Shengjing Hospital of China Medical University (Huaxiang Br), Shenyang, China; Department of Hemato-Oncology, Faculty of Medicine and Dentistry,
Palacky University Olomouc and University Hospital Olomouc, Olomouc, Czech Republic; Department of Hematology, University Hospital Hôtel-Dieu, Nantes, France;
Department of LymphoidMalignancies, Marie Sklowdoska-Curie National Research Institute of Oncology, Warsaw, Poland; First Faculty of Medicine, Charles University and
General University Hospital, Prague, Czech Republic; Leningrad Regional Clinical Hospital, Saint Petersburg, Russian Federation; IRCCS Azienda Ospedaliero-Universitaria
di Bologna, Istituto di Ematologia "Seràgnoli", Bologna, Italy; Dipartimento di Scienze Mediche e Chirurgiche, Università di Bologna, Bologna, Italy; Department of Internal
Medicine V, University of Heidelberg, Heidelberg, Germany; Department of Hematology, University of California San Francisco, San Francisco, CA; Department of
Lymphoma and Myeloma, The University of Texas MD Anderson Cancer Center, Houston, TX; Sanofi, Cambridge, MA; Sanofi R&D, Vitry-Sur-Seine, France; Sanofi Oncology,
Cambridge, MA; Department of Haematology, University of Lille, and French Academy of Medicine, Paris, France

Background: Gain or amplification of 1q21 (1q21+, $3 copies) is a chromosomal abnormality
often detected in MM that can negatively affect prognosis by its involvement in resistance to
therapy and MM progression. Results from the global, randomized Phase 3 IMROZ study
(NCT03319667) demonstrated significant progression-free survival (PFS) benefit with Isa-
VRd followed by Isa-Rd compared with VRd followed by Rd, along with deep and sustained
responses, in transplant-ineligible patients (pts) with NDMM. To evaluate efficacy of combi-
nation treatment with Isa-VRd/Isa-Rd vs VRd/Rd in NDMMpts with 1q21+ status, we analyzed
clinical outcomes (PFS, overall response, minimal residual disease negativity [MRD–]) for
1q21+ pts in the IMROZ study.Methods: In IMROZ, 446 pts were randomized 3:2 to receive Isa-
VRd (n=265) in the initiation phase followed by maintenance with Isa-Rd vs VRd (n=181)
followed by Rd. 1q21+ status was assessed by FISH (30% cutoff) and prespecified as $3 copies
(gain=3, amplification .3). Isolated 1q21+ was defined as presence of 1q21+ and absence of
high-risk chromosomal abnormalities [HRCAs; del(17p), t(4;14), t(14;16)]. MRD data by NGS
were reported at 10-5 sensitivity threshold. Results: Overall, 35.9% and 38.7% of pts had 1q21+
status in the Isa-VRd and VRd arms, respectively (23.8% and 26.0%with gain(1q21), 12.1% and
12.7%with amp(1q21); 7.2%and8.3%also had$1HRCA). Treatmentwith Isa-VRd significantly
prolonged PFS vs VRd in 1q21+ pts (with or without HRCA) and in pts with isolated 1q21+ (see
Table) and led to higher rates of complete response (CR) and MRD–. A substantially greater
proportion of pts with 1q21+ or isolated 1q21+ achieved MRD– CR and sustained MRD–
for $12 months with Isa-VRd than with VRd. Data for gain(1q21) and amp(1q21) will be
presented. Conclusions: Results from our analysis of outcomes in 1q21+ pts in the IMROZ trial
demonstrate consistent PFS benefit with Isa-VRd vs VRd, as reported in the overall study
population. Benefit was observed regardless of 1q21+ or isolated 1q21+ status.These findings are
in line with similar analyses done with Isa-pomalidomide-dexamethasone and Isa-
carfilzomib-dexamethasone in Phase 3 studies. Clinical trial information: NCT03319667. Re-
search Sponsor: Sanofi.

1q21+ Isolated 1q21+a Standard riska

Isa-VRd VRd Isa-VRd VRd Isa-VRd VRd

n (%) 95 (35.9) 70 (38.7) 75 (28.3) 55 (30.9) 207 (78.1) 140 (77.4)
mPFS, mo
(95% CI)

NR
(NR–NR)

39.13
(22.93–48.95)

NR
(NR–NR)

43.01
(20.60–59.70)

NR
(NR–NR)

53.91
(43.01–NR)

PFS HR (95% CI) 0.407 (0.253–0.653)
p=0.0002

0.369 (0.213–0.642)
p=0.0004

0.517 (0.363–0.737)
p=0.0003

ORR % 95.8 85.7 96.0 81.8 97.5 100
‡CR % 76.9 60.0 78.7 52.7 72.5 79.4
MRD– % 63.2 41.4 65.3 40.0 58.9 40.7
MRD– CR % 62.1 38.6 64.0 36.4 55.6 37.9
Sustained
MRD– ‡12 mo %

51.6 22.9 50.7 23.6 45.4 22.9

aAbsence of del(17p), t(4;14) and t(14;16). NR, not reached.
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Disease response at apheresis and association with long-term outcomes following
CAR-T cells for relapsed/refractory multiple myeloma (RRMM).

Thomas Luo, Luca Paruzzo, Sandra P. Susanibar Adaniya, Alfred L. Garfall, MatthewHo, Shivani Kapur, Marco Ruella, Edward Allen Stadtmauer, Federico Stella, Dan T. Vogl,
Adam J. Waxman, Adam D. Cohen; Abramson Cancer Center, Hospital of the University of Pennsylvania, Philadelphia, PA; Center for Cellular Immunotherapies and Cellular
Therapy and Transplant, Abramson Cancer Center, Hospital of the University of Pennsylvania, Philadelphia, PA; University of Pennsylvania Health System, Philadelphia, PA;
Abramson Cancer Center, Perelman School of Medicine, University of Pennsylvania, Philadelphia, PA; Hospital of the University of Pennsylvania, Philadelphia, PA

Background: The two approved BCMA-targeted CAR-T products, cilta-cel and ide-cel, have
significant efficacy in RRMM, but are not considered curative. Initial studies in$4th line RRMM
required progressive disease (PD) at time of enrollment and T cell apheresis. We hypothesized
that using CAR-T cells as a planned consolidation strategy (i.e. in patients (pts) with stable or
responsive disease on their current therapy) may lead to lower toxicity and better long-term
disease control. Methods: We conducted a retrospective review of all RRMM pts receiving
commercial CAR-T cells at the University of Pennsylvania from 6/1/21 to 4/30/24, with at least
6 months of follow-up. Intent for consolidation was retroactively assigned by chart review.
Kaplan-Meier methodology was used to determine PFS and OS. Results: We identified 149 pts
for analysis,with amedian follow-upof 14.4months (mos).Medianprior lineswas6and81%of
pts were triple class-refractory; 46% had high-risk cytogenetics, 26% had extramedullary
disease, and 17% had prior BCMA-directed therapy. Pts received either cilta-cel (54%) or ide-
cel (46%), and 95% received bridging therapy. CAR-T cells were intended as planned consol-
idation in 51 pts (34%); of these, 36 (71%) had $PR at time of apheresis. For consolidation vs
non-consolidation groups, this translated into greater depth of response post-CAR-T cells
($VGPR, 86%vs. 66%, p=0.01), lower rates of$grade 3 CRS (1.9% vs. 9.1%, p=0.16), and longer
PFS (median not reached vs. 10mos, p=0.001), respectively. The PFS improvement was seen for
both cilta-cel (p=0.01) and ide-cel (p=0.04). Nodifferences inneurotoxicitywerenoted.Wealso
performed analyses based on response at apheresis, regardless of intent (8%$VGPR, 23% PR,
27% stable disease (SD), and 42%PD). PFS at 20moswas 88%, 47%, 55%, and 31% for$VGPR,
PR, SD, and PD at apheresis, respectively (p=0.015). Median PFS of pts with at least SD ($SD) at
apheresis was not reached vs. 9.4mos in thosewith PD (p= 0.003), with 20-month OS of 87% in
the $SD group and 68% in the PD group (p=0.015). Subgroup analysis confirmed this PFS
difference for both cilta-cel and ide-cel, while the OS impact was only seen for cilta-cel. On
multivariate analysis, having $SD at apheresis was an independent predictor for PFS. No
statistically significant differences in CRS and ICANS were observed based on response at
apheresis. Pts with $SD at apheresis had higher absolute lymphocyte counts at days 7 and 14
post-CAR-T infusion than those with PD, indicating disease status at apheresis may be
associated with CAR-T product quality. Conclusions: Our data suggest that disease control
($SD) at time of T-cell collection is associated with more durable responses, supporting use of
CAR-T cells as a consolidation strategy in RRMM. We cannot conclude these associations are
causal. Further analyses of apheresed T cell characteristics are planned. Research Sponsor:
None.
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Second primary malignancy (SPM) in patients (pts) with multiple myeloma (MM)
receiving chimeric antigen receptor T-cell (CAR T) therapy or other systemic an-
ticancer therapy (SACT): A comparative study using a real-world database.

Attaya Suvannasankha, Mengying Li, Omonefe O. Omofuma, Christian Hampp, Matthew Phelan, Alexander Breskin, Ping Shao, Tito Roccia, Nandita Mukherjee,
Anju Shrestha, Daniel Junseung Lee, Jacob Glass, Kate Knorr, Glenn Scott Kroog, Karen Rodriguez-Lorenc; Department of Medicine, Indianna University, Indianapolis, IN;
Regeneron Pharmaceuticals, Inc., Tarrytown, NY

Background: Cases of SPM have been reported following CAR T therapy, but comparative
studies are scarce. We compared the risk of SPM following CAR T therapy vs other SACT in pts
with MM. Methods: Pts aged $18 years with MM who initiated CAR T therapy or other SACT,
except stem cell transplant, in second-line or beyond were identified from Komodo Health
claims data (3/26/2021–1/31/2024). Incident SPMwas identified by$1 diagnostic code through
death, disenrollment, or data cutoff (4/30/2024), whichever was earliest. Cumulative incidence
of SPM following CAR T therapy or other SACT was estimated through 24months, weighted by
baseline factors including priorMM treatments; p-values were calculated for differences in the
area under the curves through 24 months. Results: Pts who received CAR T therapy (n=436) or
other SACT (n=18,603) were followed for amedian of 11.8 months (IQR 5.7–22.8). Compared to
pts who received other SACT, pts who received CAR T therapy had nominally higher risk
(cumulative incidence [95% CI]) of any SPM (p = 0.05; 24.1% [18.4%, 29.8%] vs. 18.1% [13.5%,
22.8%] at 24 months), driven by significantly higher heme SPM risk (p=0.01; 8.7% [6.1%,
11.4%] vs. 5.6% [3.0%, 8.8%] at 6 months, 12.1% [8.7%, 15.3%] vs. 7.2% [4.3%, 10.4%] at
12 months, and 17.9% [12.8%, 23.5%] vs. 8.7% [5.4%, 11.7%] at 24 months; respectively),
including higher risks of myelodysplastic syndrome and leukemias. The risk of solid SPM was
nominally lower following CART vs other SACT (p=0.28; 9.1% [6.2–12.3] vs 13.9% [9.6–18.4] at
24 months). In the sensitivity analysis requiring $2 diagnostic codes to identify an SPM, the
absolute risk was reduced and the difference in heme SPM risk was attenuated (p=0.39; Table).
Notably, pts were more likely to receive bone marrow examination following CAR T therapy vs
other SACT (47% vs 10% at 0–3 months, respectively). Conclusions: Pts with MM appeared to
have a higher risk of heme SPM through 24 months following CAR T therapy compared with
other SACT. However, the difference was attenuated in a sensitivity analysis that required $2
diagnostic codes, assumed to represent a confirmed diagnosis. Potential detection bias may
exist, suggested by a higher rate of bonemarrow examination following CAR T therapy. Longer
term studies are needed to further evaluate this association. Research Sponsor: Regeneron
Pharmaceuticals, Inc.

Cumulative incidence (%) and 95% CI of SPM at 24 months.

SPM Analysis CAR T therapy Other SACT p-value

Any Main 24.1 (18.4–29.8) 18.1 (13.5–22.8) 0.05
Sensitivity 11.5 (8.1–15.1) 9.5 (6.3–13.2) 0.10

Heme Main 17.9 (12.8–23.5) 8.7 (5.4–11.7) 0.01
Sensitivity 5.5 (3.4–7.6) 4.7 (2.3–7.6) 0.39

Solid Main 9.1 (6.2–12.3) 13.9 (9.6–18.4) 0.28
Sensitivity 6.4 (3.8–9.7) 5.1 (3.0–8.4) 0.14

Sensitivity analysis requires 2+ diagnostic codes to identify an SPM.
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Utilization and cost implications for collection and storage of excess autologous
hematopoietic stem cells in patients with multiple myeloma.

Liz Thaliath, Fagbemi Seth, Joseph Edmund, Katherine Herald, Rachel Gabor, Samantha Johnson, Kathleen Puca; Marshfield Clinic, Marshfield, WI

Background: Treatment for transplant-eligible patients with multiple myeloma (MM) is
typically induction therapy followed by autologous hematopoietic cell transplantation
(autoHCT). Guidelines recommend leukapheresis to collect sufficient hematopoietic progenitor
cells (HPCs) for initial and potential second autoHCT. But with novel immune effector ther-
apies, the need for salvage autoHCT has decreased. HPC mobilization and collection are
resource-intensive, both in time and costs. We aimed to assess the utilization and costs of
cryopreserved HPCs stored for potential second autoHCTs at our center to evaluate the impact
for adopting a single-transplant collection strategy for all MM patients. Methods: We
conducted a retrospective study using clinical and laboratory databases at a small transplant
center in upperMidwest. A total of 97 patients (age$18 years) with confirmed diagnosis ofMM
who underwent HPC mobilization and collection between 2013 and 2023 were included. We
extracted demographical patient information as well as clinical data including disease char-
acteristics, previous lines of therapies, number of mobilization and apheresis sessions, and
number of CD34 cells/kg collected, used, and stored. As part of our quality improvement, we
proposed a target collection goal of$3.5x10^6 CD34 cells/kg versus current 5-10 x10^6/kg and
used this to assess excess HPC apheresis collections. Based on our current institution-specific
charges, estimate cost of 1 session ofHPC collectionwas 7625, processing and cryopreservation
per product 7792, and storage of excess cells after 1st transplant 3943per year.Results:Of the97
patients who underwent HPC collection for two autoHCTs (mean age at collection 64.5 68.7),
only 4 (4.1%) underwent a salvage auto-HCT. Based on the proposed reduced collection target,
29 (29.9%) patients had $1 excess collection sessions. Among the patients who underwent
excess collections, median cost of these collections was 7625 per patient and median cost for
processing and cryopreservation of those products was 23,308 per patient. Total cost for the
excess collection sessions plus cryopreservation of the cells collected was 871,768. Median
number of years of excess HPC cells stored beyond the 1st transplant but not used was 4 (0.2-
11.8), with an estimated median cost of 23,576 per patient. Total storage cost for unnecessary
excess HPCs for all patients was 2,471,775. Conclusions: This study demonstrates even for our
small center excess HPCs collected during the first autoHCT are rarely used for 2nd or salvage
transplant, incurring substantial costs for the institution and patient. Similar to prior HPC
utilization studies, our results support changing collection practices for MM patients to
improve resource allocation and reduce unnecessary expenditures. Research Sponsor: None.
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Impact of venous thromboembolism on survival in multiple myeloma patients
receiving bispecific antibody therapy: Insights from real-world data.

Vladimir Otasevic, Nancy Lunney, Karina D’Angelo, Kausik Maiti, Chris A. Learn; Parexel International, Durham, NC

Background: Patients with multiple myeloma (MM) have a significantly higher risk of venous
thromboembolism (VTE), up to 20 times greater than the general population. This risk is
influenced by the disease, anti-myeloma treatments, and patient-related factors. However,
there is limited information regarding the rates of VTE and survival outcomes with FDA-
approved bispecific antibodies (BsAbs) such as teclistamab, elranatamab, and talquetamab.
This study aims to assess these endpoints using real-world data (RWD). Methods: A retro-
spective, multicenter RWD analysis was conducted using the TriNetX database on Jan 17, 2025.
Two cohorts were analyzed: 1) MM patients who have been treated with one of the FDA-
approved BsAbs (teclistamab, elranatamab, or talquetamab) andwho developed VTE (deep vein
thrombosis or pulmonary embolism) within 18 months from initiation of BsAb treatment, 2)
MM patients treated with the same BsAbs who did not develop VTE in the same time frame.
Kaplan-Meier analysis, log-rank test, hazard ratios (HR), risk ratios (RR), and 95% confidence
intervals (CI) were used to assess the primary outcomes, whichwere overall survival and risk of
VTE development. Propensity score matching was used to control the impact of specific known
confounders. Results: We identified 1530 MM patients treated with the aforementioned BsAbs
and had data available regarding VTE development within 18 months of treatment initiation.
The patients’mean age at the index event (treatment initiation andVTE)was6969.9 years, and
52.2%were males. The rate of VTE was 8.5% (n=130). The MM patients treated with BsAbs and
developed VTE had a statistically significant higher risk of death compared to the patients
without VTE (RR 1.475, 95% CI 1.117-1.946). The MM patients with VTE had statistically
significantly shorter overall survival and higher risk of death (526 days vs. not reached median
survival, 49.83% vs. 65.61% survival probability at 18months, log-rank test p=0.003; HR 1.667,
95% CI 1.193-2.329). After propensity score matching for covariates [accounting for age, sex,
ECOG, BMI, COVID-19, pneumonia types, certain infectious diseases, hypertensive diseases,
surgery, and medications (dexamethasone, epoetin alfa, darbepoetin alfa)] although RR lost
statistical significance (RR 1.333, 95% CI 0.888-2.001), the MM patients with VTE still had
statistically significantly shorter overall survival and higher risk of death (50.07% vs. 72.27%
survival probability at 18 months, log-rank test p=0.007; HR 1.989, 95% CI 1.190-3.325).
Conclusions: RWD demonstrated that MM patients treated with BsAbs who developed VTE
had a higher risk of death and shorter overall survival. Further analysis, possibly evaluating
patient-level data on a larger cohort of patients withmore sophisticated confounding controls,
is needed to further clarify this finding. Research Sponsor: None.
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Investigating the association between peak post-infusion absolute lymphocyte
count (ALC) and delayed toxicity in myeloma (MM) patients (pts) receiving cilta-cel.

Kenneth J.C. Lim, Ricardo Daniel Parrondo, Saurabh Chhabra, Katharine Dooley, Andre De Menezes Silva Corraes, Morie A. Gertz, Lisa Hwa, Haily Stephens,
Prashant Kapoor, Melinda Tan, Taxiarchis Kourelis, Rahma M. Warsame, Joselle Cook, Moritz Binder, Peter Leif Bergsagel, Susan Michelle Geyer, Shaji Kumar,
Sikander Ailawadhi, Rafael Fonseca, Yi Lin; Mayo Clinic, Rochester, MN; Mayo Clinic, Jacksonville, FL; Mayo Clinic, Phoenix, AZ; Alliance Statistics and Data Management
Center and Mayo Clinic Rochester, Rochester, MN; Mayo Clinic, Scottsdale, AZ; Alliance Statistics and Data Management Center, Mayo Clinic, Rochester, MN

Background: Movement and neurocognitive treatment emergent adverse events (MNTs),
cranial nerve palsies (CNPs) and immune-effector cell enterocolitis (IEC-EC) are late onset
toxicities associated with cilta-cel and are associated with significant morbidity andmortality.
We aimed to identify predisposing risk factors to allow for formulating risk-reduction strat-
egies. Methods: Retrospective study of MM pts who received FDA approved cilta-cel at Mayo
Clinic between Feb 2022-Dec 2024. Interrogated factors included demographics, disease and
treatment characteristics, and selected lab values at different time points. In odds ratio (OR)
analyses, pts were divided by toxicity type (1) No delayed toxicity (2) MNT (3) IEC-EC without
MNT (4) isolated CNP. Differences between pts in the MNT, IEC-EC and CNP groups were
compared separately in apairwisemanner vs. thosewithnodelayed toxicity.Results:Of235pts,
26 (11%) had delayed toxicity [MNT = 8 (3%), IEC-EC = 9 (4%), CNP = 14 (6%)]; 3 pts had both
MNT/IEC-EC and 2 had both CNP/IEC-EC.Median onset fromCAR-T infusion forMNT, IEC-EC
and CNP was 19 (range 8-96), 106 (35-169) and 21 (7-43) days respectively. Of 164 evaluable
pts, those who had ICANS had increased odds for any delayed toxicity (OR 4.7; 95%CI 1.6-13.8).
Pts who had ICANS (OR 7.7; 1.6-36.9), HLH/MAS (OR 6.2; 1.1-6.7) and Ferritin .400mcg/L at
time of lymphodepletion (OR 6.3; 1.5-32) had increased odds for MNTs. Pts who received
alkylator-based bridging therapy had increased odds (OR 6.1; 1.1-35) for IEC-EC. Analysis of
serial post-CAR infusion lab values showed that peakALCwas themost significant variablewith
differences between groups shown in table. Median time to peak ALC was 12 days (IQR 11-13).
ROC analysis determined peak ALC.3 x 109/L as ameaningful cut point. Pts with peak ALC.3.0
x 109/L had increased odds of developing any delayed toxicity (OR 9.3; 3.5-29.3), MNT and CNP
(table). Absolute risk of any delayed toxicity was 33% in pts with peak ALC .3 x 109/L vs 5%
without. At this threshold, numberneeded to treatwas 3.6.Conclusions:Real-world data shows
that cilta-cel associated delayed toxicity is seen in ~10% of patients, with specific toxicity rates
between 4-8%. Factors associated with these toxicities predominantly occur in the post CAR-T
infusion period. Given that ALC expansion in the first 2 weeks correlate with CAR-T expansion,
peak ALC is potentially predictive of toxicity and 3 x 109/L may be an interventional threshold
for primary prophylaxis. Research Sponsor: None.

Peak ALC by toxicity groups.

No Tox
N=138

MNT
N=8

CNP
N=12

IEC-EC
N=6 p value

Peak ALC (109/L), median (IQR) 1.8 (1.0-4.1) 6.2 (4.8-14.4) 4.3 (3.2-6.7) 3.6 (1.9-5.2) ,0.0011

ALC >3 x 109/L, n (%) 43 (31%) 7 (88%) 10 (83%) 4 (67%) ,0.0012

Odd Ratios vs no Tox3, 95% CI 15.5 (2.6-293.7) 11.0 (2.8-73.9) 4.4 (0.8-25.0)
1Wilcoxon/Kruskal-Wallis Tests, 2Chi square test, 3Logistic regression analysis.
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Risk of second primary hematological malignancy post CAR-T cell therapy in
relapsed/refractory multiple myeloma: Propensity-matched analysis using TriNetX
database.

Rushi Shah, Nikhil Vojjala, Deevyashali Parekh, Avi Ravi Harisingani, Adit Dharia, Rishab R. Prabhu, Shajadi Patan, Nausheen Ahmed; Trinity Health Oakland/ Wayne State
University School of Medicine, Pontiac, MI; Trinity Health Oakland Hospital/Wayne State University School of Medicine, Pontiac, MI; SUNY Upstate Medical University,
Syracuse, NY; MacNeal Hospital, Loyola Medicine, Oak Park, IL; HCA Healthcare/USFMorsani College of Medicine, Oak Hill Hospital, Brooksville, FL; Trinity Health Oakland,
Pontiac, Pontiac, MI; Mid America Cancer Cancer, Kansas City, MO; University of Kansas Medical Center, Collaborative Opportunities for Research, Training, And Excellence
in Innovation (CORTEX), Kansas City, KS

Background: The Food and Drug Administration (FDA) issued a black box warning regarding
the risk of T-cell lymphoma post CAR-T cell therapy has drawn global attention yet compre-
hensiveprofiling of SecondPrimaryMalignancies is lacking in this groupof patients. To address
this knowledge gap,we aimed to comprehensively elucidate the current landscape of SPMs post
CAR-T therapy in patients with multiple myeloma using real-world, large-scale data from
TrinetX. Such efforts will be instrumental in guiding the lifelong safety monitoring of CAR-T
products in the future. Methods: We conducted a retrospective study that included adult
patients with RRMM who received CART cell therapy versus those who did not receive
CART cell therapy using the TrinetX database network, a federated EMR network of more than
117 million de-identified patients. The outcomes of interest were assessing Second Primary
Hematological Malignancies. Propensity matching analysis was done to assess the risk of SPM
post-CART cell therapy.Results: A total of 803 RRMMpatients received CAR-T cell therapy and
62038 RRMM patients without CART cell therapy were identified. Before matching the median
follow-up was 12 months in the CART group versus 33.2 months in the non-CART group. After
propensity matching analysis at a median follow-up of 12 months in the CART group and
34.4 months in the non-CART group, it was found that there was no significant increase in the
risk of SPM in the CART group. (Table 1) The most common SPM remains to be AML (5%)
followed by MDS (3.5%). No cases of Adult T-cell leukemia/lymphoma were detected.
Conclusions: This real-world study shows no increased risk of second primary malignancies
(SPM) following CAR T-cell therapy. Although we may have underestimated the cases if they
were not admitted, and also due to limited follow-up which might not capture the late-onset
SPMs. The group’s next step is to re-evaluate the risk of SPM in this subgroup at five years of
follow-up. Research Sponsor: None.

Hematological SPM post CART cell therapy after propensity matching analysis.

Type of SPM RRMM post CART (n=800) RRMM without CART (n=796)

Follicular lymphoma 0% 10 (1.25%)
Mantle cell lymphoma 0% 0 %
DLBCL 10 (1.25%) 10 (1.25%)
Hairy cell leukemia 0 % 0%
CLL 10 (1.25%) 10 (1.25%)
Hodgkin lymphoma 0 % 10 (1.25%)
Adult T cell leukemia/lymphoma 0% 0%
Mature T/NK cell lymphoma 0% 10 (1.25%)
AML 40 (5%) 32 (4.0%)
MDS 28 (3.5%) 21 (2.6%)
ALL 13 (1.62%) 20 (2.5%)

MDS: Myelodysplastic syndrome; AML: Acute myelogenous leukemia; ALL: Acute lymphoblastic leu-
kemia; DLBCL: Diffuse Large B Cell Lymphoma; CLL: Chronic Lymphocytic Leukemia; NK: Natural Killer
cells; RRMM: Relapse/Refractory Multiple Myeloma; CART: Chimeric Antigen Receptor T cell therapy;
SPM: Second primary malignancy.
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Investigating metabolic connectivity in patients with multiple myeloma receiving
BCMA CAR T cell therapy.

Mehrnaz Jenabi, Luca Pasquini, Gunjan L. Shah, Sham Mailankody, Michael Scordo, Heather Jolie Landau, Sridevi Rajeeve, Alexander M. Lesokhin, Hamza Hashmi,
Karlo Perica, Malin Hultcrantz, Neha Korde, Urvi A. Shah, Carlyn R. Tan, Hani Hassoun, Saad Z. Usmani, Sergio Giralt, Bianca D. Santomasso, Andrei Holodny, Simone Krebs;
Memorial Sloan Kettering Cancer Center, New York, NY; Yale School of Medicine, New Haven, CT; The University of Texas MD Anderson Cancer Center, Houston, TX

Background:BCMA-targeted CART cell therapy is a highly effective treatment for patientswith
relapsed/refractory multiple myeloma (MM) with side effects such as CRS, ICANS, and move-
ment and neurocognitive toxicities (MNTs). Regional changes on [18F]fluoro-deoxy-2-D-
glucose PET (PET) can be used to derive metabolic connectivity, an emerging technique that
models brain function from the uptake on a PET, allowing us to investigate alterations of
regionalmetabolism (SUV) and changes inmetabolic brain networks (connectivity) peri-CART.
Methods: Patients were included in this retrospective study if they were treated with com-
mercially available BCMA-directed CAR T cells and had pre-and post-CAR therapy PET
imaging. We analyzed the connectivity of the whole brain and parcellated the brain to generate
global and regional connectivitymatrices and investigated the associationof regionalmetabolic
differences and differences in metabolic connectivity with clinical parameters. Results: Of the
108 consecutive patients (65 Cilta-cel, 43 Ide-cel), there were 61 men and 47 women (median
age 65),with PET amedian of 12 days prior to infusion 28days post infusion. Toxicities included
CRS alone (n=66), CRS + ICANS (n=8), CRS+facial palsy (n=3), and CRS + Parkinsonism + facial
palsy (n=2). Within the entire cohort, a significantly higher SUV-mean was noted in putamen
(p,0.0004) post-CAR T compared to pre-CAR T, with other brain regions not showing a
difference. These regional differences were significantly and inversely associated with the
grade of ICANS (Post-Pre: Left: t=-1.76, p=0.08; Right t=-2.1 p=0.04). When comparing
patients with (n = 79) and without (n=29) any post-CAR T cell CRS/ICANS/MNT, the post
SUV-mean was significantly higher in the bilateral basal ganglia (BG) of patients who expe-
rienced toxicity (p,0.05). The SUV-meanwas significantly lower in the bilateral inferior frontal
opercularis, triangularis, and bilateral Rolandic operculum of those who developed ICANS
(Grade 1-2, all with CRS, n=8) vs with CRS alone (all grade 1, n=46) (p,0.05). Globally, the
metabolic connectivity network had less efficiency (post,pre: 0.69,0.75), and density (post-
,pre: 63,74). In local measurements, post-CAR T cell PET showed significantly lower local
efficiency (p=10-30), degree (p=10-15), strengths (p=0.001), clustering coefficient (p=10-12), and
higher edge betweenness centrality (p=0.02) compared to the pre-CAR T timepoint. The
decreases in network measurement were more severe in the frontal lobe and basal ganglia
(p=10-6 and p=0.004, respectively).Conclusions: Patientswith neurotoxicity after BCMACART
had an increased SUV in the putamen, but decreased in the frontal regions and basal ganglia at
Day 28. Metabolic networks were globally less efficient and less dense and have changes that
signify injury or attempts at compensation. Research Sponsor: U.S. National Institutes of
Health; R01CA293922.
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Machine learning–based sequential analysis for optimal selection between IRD and
KRD regimen in multiple myeloma patients.

Taemin Park, Sung-Soo Park, Eun Kyoung Chung, Ka Young Kim; Kyung Hee Corp., Seoul, South Korea; Catholic Hematology Hospital, Seoul, Korea, Republic of; Kyunghee
University, Seoul, South Korea

Background: Multiple myeloma (MM) is hematologic malignancy where personalized treat-
ment strategies are essential to improve outcomes. Proteasome inhibitor-based therapy,
including ixazomib (IRD) or carfilzomib with lenalidomide and dexamethasone (KRD), is
one of the most commonly used regimens for treatment of MM. Early treatment response
(ETR) and progression-free survival (PFS) are critically important, as these factors are among
the most significant considerations in clinical decision-making for selecting optimal drug
regimens in MM treatment. This study aimed to develop a machine learning (ML) model using
real-world data (RWD) to predict ETR and PFS inMMpatients treatedwith these two regimens.
Methods:This was a retrospective analysis using real-world data (RWD) from535MMpatients
treated with either IRD or KRD regimens. We developed separate ML models for IRD and KRD
treatment group to stratify the risk for inadequate treatment response for predictingETRorPFS
outcomes. ETR was assessed based on myeloma protein and the extent of plasma cell pro-
liferation. Patients with complete response (CR), very good partial response (VGPR) were
classified as the low-risk (LR) group, indicating optimal treatment response. The other patients
were categorized as the high-risk (HR) group, reflecting a suboptimal treatment response. PFS
was defined by the standard definition forMMtreatment: LRgroup as at least 2 years of survival
without disease progression and otherwise, HR group. ML models were trained using de-
mographic, clinical and genetic data obtained at the initial diagnosis or prescription for IRD or
KRD. Additionally, each patient’s predicted ETR risk was incorporated as a feature in training
the PFS model to enhance its predictive accuracy. Results: The area under the receiver-
operating characteristic curve (AUROC) of of the PFS models improved significantly from
0.72 and 0.62 without predicted ETR as feature to 0.81 and 0.85 with ETR incorporated. ML
models classified patients as 6 subgroups to suggest optimal drug selection for each group to
improve ETR and PFS outcomes. Notably, IRD or KRD given to all patients without considering
patient subgroups resulted in a PFS hazard ratio of 5.94 (95%CI: 1.59– 10.31). Implementation
of our ML models might inform drug drug selection in 369 patients (69.0%) among a total of
535 patients. Conclusion: In this study, ML models were developed to predict ETR and PFS in
MM patients, facilitating personalized therapy in clinical practice. PFS models demonstrated
improved performance by incorporating predicted ETR risk as an additional feature. The ETR-
incorporated models with clinical and genetic data stratified patients into low-and high-risk
groups proposing optimal treatment strategies to potentially improve PFS in 185 patients
(35%). Our findings implicate the potential of RWD and ML to advance precision medicine and
improve outcomes through ML-informed treatment decisions. Research Sponsor: None.
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Efficacy and safety of isatuximab subcutaneous (SC) plus carfilzomib and dexa-
methasone (Isa-Kd) in patientswith relapsed/refractorymultiplemyeloma (RRMM):
Results of the phase 2 study IZALCO.

Gurdeep Parmar, Marcelo Capra, Fernanda Seguro, Vania Hungria, Meletios Athanasios Dimopoulos, Sosana Delimpasi, Jiri Minarik, Ludek Pour, Graca Esteves,
Kazutaka Sunami, Junichiro Yuda, Ivan Spicka, Roman Hajek, Christine Soufflet, Disa Yu, Victorine Koch, Florence Suzan, Hang Quach; Illawarra Cancer Care Centre,
Wollongong, NSW, Australia; Centro Integrado de Hematologia e Oncologia, Hospital M~ae de Deus, Porto Alegre, Brazil; Hematologia e Hemoterapia do Hospital das
Clinicas– FMUSP, S~ao Paulo, Brazil; Clinica S~ao Germano, S~ao Paulo, Brazil; Department of Clinical Therapeutics, School of Medicine, National and Kapodistrian University
of Athens, Athens, Greece; General Hospital Evangelismos, Athens, Greece; Department of Hemato-Oncology, Faculty of Medicine and Dentistry, Palacky University
Olomouc and University Hospital Olomouc, Olomouc, Czech Republic; Department of Internal Medicine, Hematology and Oncology, University Hospital Brno, Brno, Czech
Republic; Hospital de Santa Maria, Centro de Investigaç~ao Cĺınica, Lisboa, Portugal; Department of Hematology, NHO, Okayama Medical Center, Okayama, Japan;
Department of Hematology and Experimental Therapeutics, National Cancer Center Hospital East, Kashiwa, Japan; First Faculty of Medicine, Charles University and
General University Hospital, Prague, Czech Republic; University Hospital Ostrava and University of Ostrava, Ostrava, Czech Republic; Sanofi Research & Development, Vitry-
Sur-Seine, France; Sanofi Research & Development, Cambridge, MA; University of Melbourne, St Vincent’s Hospital, Melbourne, VIC, Australia

Background: IV isatuximab (Isa) can provide benefit to patients (pts) inmultiple combinations
across the therapeutic spectrum for MM. SC administration would offer a more convenient
treatment option for pts and caregivers.Results of a Phase 1b study demonstrated safety and
efficacy of Isa SC administration via an on-body delivery system (OBDS; an investigational
wearable injector), plus pomalidomide anddexamethasone inRRMMpts. In thePhase 2 IZALCO
study, we evaluated efficacy (primary objective), safety, pharmacokinetics (PK), and pt pref-
erence for Isa SC administration bymanual injection or OBDS, in combination with carfilzomib
and dexamethasone (Kd), in RRMMpts.Methods: Isa SC 1400mgwas givenweekly in cycle [C]1
then biweekly. In Part 1 of the study, pts received Isa injected SC manually. In Part 2, pts were
randomized to Isa administered SC via OBDS (C1-C3) followed by manual injection (C4-C6), or
to manual injection (C1-C3) followed by OBDS administration (C4-C6); from C7, pts could
choose either treatmentmodality.All pts received treatmentwith carfilzomib (20mg/m2onD1-
2 then 56 mg/m2 biweekly) and dexamethasone (20 mg). Primary study endpoint (EP) was
overall response rate (ORR); pt preference for Isa SC administration modality was the key
secondary EP.Results:Overall, 74RRMMptswere enrolled: 8 in Part 1 and66 in the randomized
cohort (Part 2). At study entry, pts had a median age of 65 (44-85) yrs and a median of 1 prior
therapy line (1-5); 56.8%, 32.4% and 10.8% had ISS stage I, II or III, respectively. The ORR rate
was79.7%(median follow-up 10.1mo). After treatmentwithbothmodalities for Isa SCdelivery,
74.5% of pts expressed a preference for the OBDS rather than manual injection (p=0.0004);
8.5%hadnopreference. Other key efficacy and safety results are shown in table. Treatmentwith
Isa SC plus Kd was well tolerated. A single infusion reaction event (1 of Grade [G]1, 1 of G2)
occurred in 2 pts (2.7%, both with manual injection at 1st dose). Six (8.1%) pts had 18 injection
site reactions (17 of G1, 1 of G2) in 1297 (1.1%) manual or OBDS injections. Comparable PK
exposure was observed between OBDS andmanual administration. Conclusions: The studymet
its primary endpoint, demonstrating efficacy and safety of Isa SC administration in combi-
nationwith Kd, either bymanual injection or OBDS. Our study findings are comparable to those
reported in the Phase 3 study IKEMA with Isa IV. Pts expressed a clear preference for receiving
Isa SC by an OBDS. Clinical trial information: NCT05704049. Research Sponsor: Sanofi.

Isatuximab SC
+ Kd

All
N=74

Efficacy, %
ORR 79.7
‡VGPR 62.2
‡CR 21.6
Safety, %
‡G3 TEAE 54.1
Serious TEAE 40.5
G5 TEAE 5.4
Treatment-related ‡G3 TEAE 35.1

G, grade; TEAE, treatment-emergent adverse event; VGPR, very good partial response.
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Long-term efficacy and safety of etentamig, a B-cell maturation antigen (BCMA)
bispecific antibody in patients with relapsed/refractory multiple myeloma (RRMM).

Muhamed Baljevic, Peter M. Voorhees, Cesar Rodriguez Valdes, Anita D’Souza, Alfred Chung, Eben I. Lichtman, Hana Safah, Katja C. Weisel, Ravi Vij, Hira Mian, Hila Magen,
Emma Searle, John T. McKay, Neha Korde, Saurabh Chhabra, Anders Svensson, Rajvineeth Kumar Pothacamury, Chetasi Talati, Thomas Doerr, Shaji Kumar; Vanderbilt
University Medical Center, Nashville, TN; Atrium Health / Levine Cancer Institute, Wake Forest University School of Medicine, Charlotte, NC; Mount Sinai, New York, NY;
Froedtert & Medical College of Wisconsin Cancer Center, Milwaukee, WI; University of California San Francisco, San Francisco, CA; UNC Lineberger Comprehensive Cancer
Center, Chapel Hill, NC; Our Lady of the Lake Cancer Institute, Baton Rouge, LA; University Medical Center Hamburg-Eppendorf, Hamburg, Germany; Washington University
School of Medicine, St. Louis, MO; McMaster University, Hamilton, ON, Canada; Hematology Chaim Sheba Medical Center, Ramat-Gan, Faculty of Medicine, Tel Aviv
University, Tel-Aviv, Israel; The Christie NHS Foundation Trust, Manchester, United Kingdom; Atrium Health Wake Forest Baptist Comprehensive Cancer Center, Wake
Forest University School of Medicine, Winston-Salem, NC; Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY; Mayo Clinic Arizona, Phoenix,
AZ; AbbVie, Inc., North Chicago, IL; Mayo Clinic Rochester, Rochester, MN

Background: Etentamig (etenta) is a differentiated BCMA x CD3 bispecific T-cell engager
composed of high avidity bivalent BCMA-binding domains, low-affinity CD3-binding domain
designed to reduce cytokine release syndrome (CRS), and silenced Fc tail for extended half-life
enabling convenient dosing. We present long term results from 2 ongoing Ph 1 studies
evaluating efficacy and safety of etenta in patients (pts) with RRMM. Methods: Data were
from a Ph 1multicenter, open-label, dose escalation/expansion (NCT03933735) trial and ArmA
of aPh 1b, open label (NCT05650632) trial of etenta; both enrolled pts$18 yearswithRRMM,$3
prior lines of therapy (LoT), and triple-class exposed. Pts received 60 mg Q4W or 40 mg Q3W,
both regimens with similar dose intensity, in the Ph 1 trial; pts from Arm A of the Ph 1b trial
received a step-updose (SUD) onday 1 and full dose of 60mgQ4Wonday4. This pooled analysis
assessed long-term efficacy, safety, and tolerability. Tumor response was assessed per IMWG
2016 criteria. Results:Of 146 pts with RRMMwho received etenta, 87 (60%)weremale, median
age (range) was 68 (40–87) years, median prior LoT were 4 (3–23), and median duration of
follow-up was 13 (1–48) months (mo). ORR was achieved in 96 (66%) pts and $VGPR in 79
(54%) pts. Response rates across subgroups are reported in the Table. Median duration of
responsewas not reached (NR) (NR–NR) among responders; Kaplan-Meier (KM) estimate at 12
mo was 71% (58.5%–80.5%). Median PFS (mPFS) was NR (8.7–NR) mo; KM estimate at 12 mo
was 55% (44.9%–63.1%). Any grade and G3/4 treatment emergent adverse events (TEAEs)
occurred in 145 (99%) pts and 116 (79%) pts. Most common G3/4 TEAEs ($15%) were
neutropenia (38%), anemia (23%), lymphopenia (25%), and thrombocytopenia (16%). In-
fections G3/G4 were reported in 32 (22%) pts; most common infections G3/G4 ($5%) were
pneumonia (12%) and sepsis (5%). TEAEs leading to etenta discontinuation were reported in 13
(9%) pts. Deaths from TEAEs were reported in 13 (9%) pts; 10 were not attributed to etenta
treatment. In Arm A of Ph 1 study where 60mg Q4W was administered with SUD and modified
dex as premedication, CRS incidencewas 30%(4%G2;No$G3 events)withmedian time to CRS
onset of 22.3 (5.5–29.6) hours; and median time to CRS resolution of 20.7 (1.8–131.7) hours.
Conclusions: Etenta with SUD demonstrated a low CRS incidence, durable response, and
tolerability in pts with heavily pretreated RRMM. Efficacy across all subgroups was comparable
and maintained, suggesting therapeutic benefits among a broad population and supporting
further exploration in the ongoing Ph 3 Cervino study. Research Sponsor: AbbVie.

Subgroup ORR, n (%) ‡VGPR, n (%) mPFS, months (range)

Age ‡75years 26 (72) 23 (63.9) NR (7.5–NR)
Race: Black 15 (63) 13 (54.2) 13.7 (5.0–NR)
High cytogenetic risk 21 (55) 18 (47.4) 7.4 (2.8–NR)
3 prior LoT 29 (64.4) 23 (51.1) 13.5 (5.6–NR)
‡4 prior LoT 67 (67) 56 (56) NR (8.3–NR)
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Efficacy and safety from the phase 1/2 MonumenTAL-1 study of talquetamab, a
GPRC5D3CD3 bispecific antibody, in patients with relapsed/refractory multiple
myeloma: Analyses at an extended median follow-up.

Leo Rasche, Carolina D. Schinke, Cyrille Touzeau, Monique Minnema, Niels W.C.J. van de Donk, Paula Rodrı́guez-Otero, Maria-Victoria Mateos, Jing Christine Ye,
Chalmer Tomlinson, Deeksha Vishwamitra, Indrajeet Singh, Xiang Qin, Michela Campagna, Tara J. Masterson, Veronique Vreys, Bonnie W. Lau, Jaszianne A. Tolbert,
Thomas Renaud, Christoph Heuck, Ajai Chari; University Hospital of Würzburg, Würzburg, Germany; Myeloma Center, University of Arkansas for Medical Sciences, Little
Rock, AR; Centre Hospitalier Universitaire de Nantes, Nantes, France; University Medical Center of Utrecht, Utrecht, Netherlands; Amsterdam University Medical Center,
Vrije Universiteit Amsterdam, Department of Hematology, Amsterdam, Netherlands; Clı́nica Universidad de Navarra, CIMA, CIBERONC, IDISNA, Pamplona, Spain; University
Hospital of Salamanca/IBSAL/CIC/CIBERONC, Salamanca, Spain; The University of Texas MD Anderson Cancer Center, Houston, TX; Johnson & Johnson, Raritan, NJ;
Johnson & Johnson, Spring House, PA; Johnson & Johnson, Madrid, Spain; Johnson & Johnson, Beerse, Belgium; University of California, San Francisco, CA

Background:Talquetamab (Tal) is the first and only approved anti-GPRC5D bispecific antibody
(BsAb) for relapsed/refractorymultiplemyeloma (RRMM). Inprevious results from thephase 1/
2MonumenTAL-1 study (CCO Jan 2024;median follow-up [mFU] 20–30mo), Tal elicited deep,
durable responses with low discontinuation rates. We report efficacy and ongoing safety from
MonumenTAL-1 at an extended mFU of 30–38 mo, the longest mFU for any anti-GPRC5D
agent.Methods: Patients (pts) were intolerant to or progressed on established therapies (phase
1, NCT03399799) or had$3 prior lines of therapy (LOT), including$1 PI,$1 IMiD, and$1 anti-
CD38mAb (phase 2, NCT04634552). Pts received recommended phase 2 doses (RP2D) of SC Tal
0.4mg/kgweekly (QW)or0.8mg/kg every otherweek (Q2W),with step-updoses.Results:Asof
Sept 2024, mFU was 38.2, 31.2, and 30.3 mo in the QW (n=143), Q2W (n=154), and prior T-cell
redirection (TCR; n=78, received either RP2D) cohorts, respectively. Across cohorts, overall
response rate (ORR; 67–74%)was unchanged vs previous results. Median duration of response
(mDOR) and median progression-free survival (mPFS) continued to demonstrate superior
outcomes in the Q2WvsQWcohort (mDOR 17.5 vs 9.5mo;mPFS 11.2 vs 7.5mo). In the prior TCR
cohort, mDOR was reached with longer mFU (19.2 mo), andmPFS was 7.7 mo. In the QW, Q2W,
and prior TCR cohorts,median overall survival (OS)was 34.0mo, not reached, and 28.3mo (36-
mo OS rates: 49%, 61%, and 45%), respectively (Q2W data not mature). In pts with ,4 vs $4
prior LOT, ORR was higher (85% vs 72%), but responses were less durable (mDOR 6.8 vs 10.8
mo) in theQWcohort,whereasORRwas similar (71%vs69%), but responsesweremoredurable
(mDOR 20.7 vs 16.8 mo) in the Q2W cohort. As previously reported, most common adverse
events (AE) were CRS and GPRC5D-associated (oral and dermatologic) AEs, andmost common
grade 3/4 AEs were cytopenias. No new discontinuations occurred due to oral or dermatologic
GPRC5D-associated AEs and no new discontinuations occurred due toweight loss. In QW, Q2W,
and prior TCR cohorts, respectively, any-grade infections occurred in 61%, 71%, and 78% of
pts; grade 3/4 infections (23%, 21%, 26%)weremostly limited to early treatment cycles. A new
safety signal, ataxia/balance disorders, was recently identified in association with Tal and had
low prevalence in MonumenTAL-1. Dose reduction and discontinuation rates due to AEs
remained low. No pts died due to Tal-related AEs. Conclusions: At an extended mFU, high
ORRs elicited by Tal were durable and led to promising 36-mo OS rates (45–61%). The safety
profile was consistent with previous results and continued to show lower risk of high-grade
infections relative to approved anti-BCMA BsAbs, potentially contributing to the OS benefit
seen in pts receiving Tal. Clinical trial information: NCT03399799/NCT04634552. Research
Sponsor: None.
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Daratumumab + bortezomib, lenalidomide, and dexamethasone (DVRd) vs VRd in
transplant-ineligible (TIE)/transplant-deferred (TD) newly diagnosed multiple my-
eloma (NDMM): Phase 3 CEPHEUS trial cytogenetic subgroup analysis.

Nizar J. Bahlis, Saad Z. Usmani, Thierry Facon, Sonja Zweegman, Christopher P. Venner, Marc Justin Braunstein, Luděk Pour, Josep Marti, Supratik Basu, Yaël C. Cohen,
Morio Matsumoto, Kenshi Suzuki, Cyrille Hulin, Sebastian Grosicki, Wojciech Legiec, Angelo Maiolino, Mai Ngo, Maria Krevvata, Melissa Rowe, Vania Hungria; Arnie
Charbonneau Cancer Research Institute, University of Calgary, Calgary, AB, Canada; Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY;
University of Lille, CHU Lille, Lille, France; Amsterdam University Medical Center, Vrije Universiteit Amsterdam, Amsterdam, Netherlands; Cross Cancer Institute, University
of Alberta, Edmonton, AB, Canada; Perlmutter Cancer Center, NYU Langone Health, New York, NY; University Hospital Brno, Brno, Czech Republic; Hospital Universitario
Mútua de Terrassa, Terrassa, Spain; Royal Wolverhampton NHS Trust and University of Wolverhampton, CRN West Midlands, NIHR, Wolverhampton, United Kingdom; Tel
Aviv Sourasky (Ichilov) Medical Center, Faculty of Medical & Health Sciences, Tel Aviv University, Tel Aviv, Israel; Department of Hematology, National Hospital
Organization Shibukawa Medical Center, Gunma, Japan; Department of Hematology, Japanese Red Cross Medical Center, Tokyo, Japan; Department of Hematology,
Hôpital Haut Lévêque, University Hospital, Pessac, France; Department of Cancer Prevention, Medical University of Silesia, Katowice, Poland; Department of Hematology
and Bone Marrow Transplantation, St. John of Dukla Oncology Center of Lublin Land, Lublin, Poland; Instituto Americas de Ensino, Pesquisa e Inovaç~ao, Rio De Janeiro,
Brazil; Johnson & Johnson, Titusville, NJ; Johnson & Johnson, Spring House, PA; Johnson & Johnson, High Wycombe, United Kingdom; Clinica Médica S~ao Germano, S~ao
Paulo, Brazil

Background: In CEPHEUS, DVRd significantly improved overall MRD negativity (MRD neg
+$CR) and sustainedMRD neg rates and PFS in patients (pts) with TIE/TD NDMM. In this post
hoc analysis, we report outcomes in cytogenetic risk subgroups. Methods: Pts with TIE/TD
NDMM were randomized 1:1 to DVRd or VRd. High-risk (HiR) cytogenetic abnormalities
(HRCAs) were assessed by FISH. HiR was $1 of: del(17p); t(4;14); t(14;16). Revised HiR (R-
HiR)was$1 of above or gain (3 copies) or amp(1q) ($4 copies). Standard risk (SR)was 0HRCAs;
revised SR (R-SR) was 0 revised HRCAs. Additional risk groups included: gain or amp(1q) +
other HRCAs; 1 and $2 revised HRCAs. We assessed overall MRD neg rate, sustained MRD
neg, $CR rate, and PFS. We reported all MRD neg rates at 10-5 unless noted. Results: Of 395
randomized pts (DVRd, n=197; VRd, n=198), 298 had SR (DVRd, n=149; VRd, n=149) and 52 HiR
(DVRd, n=25; VRd, n=27). 184 pts had R-SR (DVRd, n=94; VRd, n=90) and 167 R-HiR (DVRd,
n=83; VRd, n=84). At median 58.7-month (mo) follow-up, overall MRD neg rate was higher
with DVRd vs VRd in SR (64% vs 38%; P,0.0001) and R-SR pts (68% vs 38%; P,0.0001). Rates
by treatment (tx) arm in HiR (48% vs 56%; P=0.7816) and R-HiR pts (55% vs 45%; P=0.2169)
were comparable. DVRd improved $1-year (y) sustained MRD neg rate vs VRd in SR (51% vs
26%; P,0.0001) and R-SR pts (54% vs 24%; P,0.0001). Sustained MRD neg rates by tx arm
were comparable in HiR (40% vs 37%; P=1.0000) and R-HiR pts (43% vs 30%; P=0.0782). PFS
was improvedwithDVRdvs VRd in SR andR-SRpts andwas comparable by tx arm inHiR andR-
HiR pts (Table), including in MRD neg pts (R-SR: hazard ratio [HR]=0.63 [95% CI, 0.26–1.52];
P=0.3003; R-HiR: HR=0.71 [95% CI, 0.32–1.58]; P=0.3995). Remaining outcomes, including
rates of $CR, $2-y sustained MRD neg, and overall and $1-y sustained MRD neg at 10-6, were
improved with DVRd in SR and R-SR pts and comparable by tx arm in HiR and R-HiR pts.
Conclusions: In CEPHEUS, DVRd consistently improved the key response outcomes ofMRDneg
andPFS in (R-)SRpts. InHiRpts,MRDandPFS outcomes trended lower in both tx armsvs those
in SR pts. Here, DVRdmostly improved PFS outcomes vs VRd; however, pt numbers were small,
with the study underpowered for HiR pts. These data support use of DVRd for TIE/TD NDMM
regardless of cytogenetic risk status. Clinical trial information: NCT03652064. Research
Sponsor: Johnson & Johnson.

DVRd VRd

n mPFS, mo n mPFS, mo HR (95% CI); P-value

HiRa 25 39.8 27 31.7 0.88 (0.42–1.84); 0.7387
R-HiR 83 NE 84 45.6 0.73 (0.46–1.15); 0.1739
SRa 149 NE 149 60.6 0.61 (0.41–0.91); 0.0136
R-SR 94 NE 90 60.6 0.54 (0.32–0.91); 0.0189
Gain(1q) + other HRCAs 43 60.3 48 42.2 0.80 (0.45–1.43); 0.4496
Amp(1q) + other HRCAs 31 NE 20 NE 0.97 (0.38–2.47); 0.9525
1 revised HRCA 66 NE 72 47.2 0.63 (0.37–1.09); 0.0938
‡2 revised HRCA 17 22.7 12 29.7 1.01 (0.42–2.44); 0.9868
aUnknown cytogenetic risk: DVRd, n=23; VRd, n=22.
mPFS, median PFS; NE, not estimable.
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Assessment of normal plasma cell biomarkers after arlocabtagene autoleucel (arlo-
cel) treatment in patients with ‡3L relapsed refractory multiple myeloma (MM).

Kristina Jordahl, Wei-Ming Kao, Naomey Sarkis, Sandy Wong, Ethan G. Thompson, Shari Kaiser, Safiyyah Ziyad; Bristol Myers Squibb, Princeton, NJ; Bristol Myers Squibb,
San Francisco, CA

Background:B-cellmaturation antigen (BCMA) andGprotein-coupled receptor class C group 5
member D (GPRC5D) are validated targets in MM. GPRC5D is expressed most strongly on MM
cellswithminimal expression onnormal plasma cells (nPC),while BCMA is highly expressed on
MM cells and nPCs. Anti-BCMA chimeric antigen receptor T cell therapy (CAR T) and T cell
engagers (TCE), but not anti-GPRC5D TCE, are associated with B cell aplasia and worsened
hypogammaglobulinemia. Uninvolved free light chain (uiFLC) and immunoglobulin G (IgG)
were used as biomarkers of nPCs following treatment with arlo-cel, a GPRC5D-targeting CART
therapy with promising efficacy and 19% grade 3/4 infection rate (Bal, et al. ASH 2024 Abstract
922), and treatment with a BCMA CAR T therapy. Methods: Clinical endpoints included
treatment-emergent adverse events for patients treated with arlo-cel (NCT04674813; n =
84) and idecabtagene vicleucel (ide-cel, NCT03361748; n = 137). Biomarker analysis included
complete responders (CR) treatedwith arlo-cel (n = 42) and ide-cel (n = 38). For uiFLC, Kaplan-
Meier curves of time to clearance below the limit of detection (LOD; 1.3 mg/L for k and 1.7 mg/L
for l) and time to first return above the LOD were used to calculate median time to event and
compared using log-rank test. Logistic regression models adjusted for pre-treatment levels
were used to test for differences in biomarker levels at specific time points. Hypogammaglob-
ulinemia was defined as IgG levels , 500 mg/dL. Fisher’s exact test was used to compare
infection rates. All analyses were restricted to the first 6 months after infusion. P-values less
than 0.1 were considered statistically significant.Results:Arlo-cel cleared uiFLC below the LOD
in 67% of CR compared to 100% of ide-cel CR (p , 0.0001). When cleared, time to uiFLC
clearance was the same (median = 29 days; p = 0.82), but time to return above the LOD was
significantly faster for arlo-cel (median = 101 days) than for ide-cel (median = 264 days; p =
0.001), indicating faster nPC recovery for arlo-cel. Post-infusion uiFLC concentrations were
lower in ide-cel CR at 2 (p=0.09), 4 (p = 0.05), 5 (p = 0.02), and6months (p=0.09) compared to
arlo-cel. Despitemore post-infusion intravenous immunoglobulin usage for ide-cel vs arlo-cel
CR (89% vs 26%), IgG levels were lower for ide-cel CR at 2 (p = 0.09) and 3 months (p = 0.01).
Among treated patients, the proportion with hypogammaglobulinemia at 3 months (p = 0.05)
and the 6-month infection rate (p = 0.03) were lower for arlo-cel. Conclusions: Arlo-cel
patients had higher levels of uiFLC from months 2–6, demonstrating greater anti-tumor
specificity and preservation of humoral immunity. As a result, arlo-cel has the potential to
achieve lower rates of hypogammaglobulinemia and infections compared to BCMA-targeting
therapies, with fewer interventions. Clinical trial information: NCT04674813. Research Spon-
sor: Juno Therapeutics, Inc., a Bristol-Myers Squibb Company.
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Indirect comparison of linvoseltamab versus elranatamab for triple-class exposed
(TCE) relapsed/refractory multiple myeloma (RRMM).

Sundar Jagannath, Hans C. Lee, Joshua Ryan Richter, Jeffrey A. Zonder, James E. Hoffman, Zheng-Yi Zhou, Viviana Garcia Horton, Mirko Fillbrunn, Hongjue Wang,
Matthew Mattera, Timothy J. Inocencio, Yingxin Xu, James Harnett, Tito Roccia, Glenn Scott Kroog, Karen Rodriguez-Lorenc, Kate Knorr, Qiufei Ma, Naresh Bumma; Icahn
School of Medicine at Mount Sinai, New York, NY; Department of Lymphoma and Myeloma, The University of Texas MD Anderson Cancer Center, Houston, TX; Karmanos
Cancer Institute, Wayne State University School of Medicine, Detroit, MI; University of Miami Health System, Miami, FL; Analysis Group, Inc., Boston, MA; Regeneron
Pharmaceuticals, Inc., Tarrytown, NY; The Ohio State University Comprehensive Cancer Center, Columbus, OH

Background: In the absence of head-to-head trials comparing anti-BCMA3CD3 bispecific
antibodies in TCE RRMM, this study used an unanchored matching-adjusted indirect com-
parison (MAIC) to compare the efficacy of linvoseltamab and elranatamab. Methods: Patient
(pt)-level data fromLINKER-MM1 (117 pts receiving linvoseltamab 200mg, data cut-off [DCO]
7/2024, median follow-up [mFU] 21.3 months [mos]) and published data fromMagnetisMM-3
Cohort A (123 elranatamab pts, DCO 9/2024, mFU 33.9 mos) were analyzed. Ten LINKER-MM1
pts with prior BCMA antibody–drug conjugate exposure were excluded to align with
MagnetisMM-3. LINKER-MM1 pts wereweighted tomatchMagnetisMM-3 pts on prespecified
prognostic factors deemed most important by an international expert panel: cytogenetic risk,
age, refractory status, R-ISS stage, ECOG PS, extramedullary and/or paramedullary disease.
Objective response rate (ORR), very good partial response or better ($VGPR) and complete
response or better ($CR) rates, duration of response (DOR), progression-free survival (PFS),
and overall survival (OS) were compared. DOR and PFS in LINKER-MM1 were recalculated to
match MagnetisMM-3 censoring rules. Additional MAICs matched all available prespecified
prognostic factors, included all 117 LINKER-MM1pts, ormatched to aMagnetisMM-3 subgroup
with ECOG PS 0/1. Results: After matching, linvoseltamab effective sample size (ESS) was 71.3
(range of patient weights: 0.04–2.90). Linvoseltamab demonstrated statistically significantly
higher ORR and $CR rate, a numerically higher $VGPR rate, and longer DOR, PFS, and OS vs
elranatamab (Table). The additional MAICs yielded directionally consistent findings.
Conclusions: Linvoseltamab demonstrated significantly higher ORR and$CR rate, numerically
better $ VGPR rate, DOR, PFS, and OS compared with elranatamab, though the follow-up was
shorter. These results highlight the potential of linvoseltamab as a highly effective treatment
option for TCE RRMM. Research Sponsor: Regeneron Pharmaceuticals, Inc.

Elranatamab Linvoseltamab Linvoseltamab
Linvoseltamab vs

elranatamab
Linvoseltamab vs

elranatamab

N=123
Unadjusted

N=107
Adjusted
ESS= 71.3 Unadjusted Adjusted

% % % OR (CI) OR (CI)
ORR 61 71 71 1.57 (1.04–2.37)* 1.60 (1.00–2.57)*
‡VGPR 56 64 65 1.36 (0.93–2.00) 1.45 (0.94–2.24)
‡CR 37 52 50 1.84 (1.26–2.68)* 1.71 (1.12–2.61)*

Median, mos (CI);
12-mo landmark %

Median, mos (CI);
12-mo landmark %

Median, mos (CI);
12-mo landmark %

HR (CI) HR (CI)

DOR NR (29.4–NE); 73.9 NR (NE–NE); 82.8 NR (NE–NE); 84.4 0.93 (0.53–1.66) 0.82 (0.43–1.55)
PFS 17.2 (9.8–NE); 56.4 NR (15.7–NE); 65.5 NR (16.2–NE); 64.7 0.86 (0.59–1.27) 0.86 (0.55–1.34)
OS 24.6 (13.4–NE); 62.3 31.4 (27.8–NE); 75.5 NR (27.8–NE); 74.6 0.70 (0.47–1.04) 0.67 (0.42–1.05)

OR .1 or HR ,1 favor linvoseltamab.
*Statistically significant at p,0.05.
CI: 95% confidence interval, HR: hazard ratio, NE: not estimable, NR: not reached, OR: odds ratio.
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Iberdomide, bortezomib, and dexamethasone (IberVd) in transplant-ineligible (TNE)
newly diagnosed multiple myeloma (NDMM): Updated results from the CC-220-
MM-001 trial.

Darrell White, Brea Lipe, Mercedes Gironella Mesa, Ruben Niesvizky, Albert Oriol, Anna Sureda, Manisha Bhutani, Cristina Encinas Rodriguez, Abdullah Mohammad Khan,
Michael Amatangelo, Danny Jeyaraju, Kexin Jin, Thomas Solomon, Kevin Hong, Alpesh Amin, Olumoroti Aina, Paulo Maciag, Niels W.C.J. van de Donk, Sagar Lonial;
Dalhousie University and Queen Elizabeth II Health Sciences Centre, Halifax, NS, Canada; The Department of Medicine, University of Rochester Medical Center, Rochester,
NJ; Hematology Department, Vall d’Hebron Hospital, Barcelona, Spain; Division of Oncology & Hematology, Weill Cornell Medicine, New York, NY; Catalan Institute of
Oncology and Josep Carreras Institute, Hospital Germans Trias i Pujol, Badalona, Spain; Institut Català d’Oncologia-L’Hospitalet L.-Barcelona, University of Barcelona,
Barcelona, Spain; Division of Plasma Cell Disorders, Department of Hematologic Oncology & Blood Disorders, AtriumHealth Levine Cancer Institute, Wake Forest University
School of Medicine, Charlotte, NC; Hospital General Universitario Gregorio Mara~nón (HGUGM), IiSGM, Madrid, Spain; The James Cancer Hospital and Solove Research
Institute, The Ohio State University Comprehensive Cancer Center, Columbus, OH; Bristol Myers Squibb, Princeton, NJ; Amsterdam University Medical Center, Vrije
Universiteit Amsterdam, Department of Hematology and Cancer Center Amsterdam, Amsterdam, Netherlands; Winship Cancer Institute, Emory University Hospital, Atlanta,
GA

Background: Lenalidomide (LEN), bortezomib (BORT), and dexamethasone (DEX) are recom-
mended for NDMM. Iberdomide (IBER), an oral CELMoD agent, has stronger tumoricidal and
immune-stimulatory effects than LEN and shows synergy with DEX and BORT in preclinical
models. IberVd has shownmeaningful efficacy and safety in patients (pts) with TNE NDMM in
the ongoing phase 1/2 CC-220-MM-001 trial (NCT02773030). Here we report updated results
with longer follow-up from the IberVd dose-expansion cohort. Methods: Eligible pts had
untreated NDMM and were TNE or deferred. Oral IBER was given on days (D) 1–14 of each 21-
d cycle (C) in C1–8 and on D1–21 of each 28-d cycle in C$ 9, with subcutaneous BORT (starting
at 1.3 mg/m2) on D1, 4, 8, and 11 in C1–8, plus oral DEX on D1, 2, 4, 5, 8, 9, 11, and 12 in C1–8 and
weekly in C$ 9 (20 or 10 mg if . 75 y of age in C1–8; 40 or 20 mg if. 75 y in C$ 9). Endpoints
included efficacy, safety, pharmacokinetics, and minimal residual disease (MRD) assessment
bynext-generation flow cytometry.Results:AsofMay 29, 2024, 18 pts had received IberVd (1 pt
1.0 mg; 17 pts 1.6 mg). Median age was 77.5 (57–84) y, 12 (66.7%) pts were male, 17 (94.4%)
White, 1 (5.6%) Hispanic/Latino, and 11 (61.1%) had high-risk cytogenetics. Median follow-up
was 25 (0.7–29.5) mo. Median treatment duration was 24.9 (0.7–29.5) mo, median number of
cycles receivedwas 25 (1–34), and 11 (61.1%) pts remain on treatment; 3 pts discontinued due to
withdrawal, 2 to adverse events (AEs), 1 to progressive disease, and 1 to physician decision. One
deathwas reported during follow-up. In the safety population (n= 17), 14 (82.4%) pts had grade
(Gr) 3/4 treatment-emergent AEs (TEAEs); primarily infections (47.1%), including pneumonia
(17.6%) and COVID-19 (11.8%). The most common hematologic Gr 3/4 TEAE was neutropenia
(29.4%); 2 (11.8%) pts hadGr 3–4peripheral neuropathy. Other Gr 3/4 non-hematologic TEAEs
like fatigue and diarrhea were rare. IBER dose interruptions and reductions due to TEAEs
occurred in 14 (82.2%) and 10 (58.8%) pts, respectively. Dose reductions were mainly due to
peripheral neuropathy (23.5%), neutropenia (11.8%), and thrombocytopenia (11.8%). TEAEs
weremanageable with dosemodifications/interruptions and G-CSF use. In the evaluable pts (n
= 16), the overall response rate was 100% with 8 stringent complete responses, 4 complete
responses (CRs), 3 very good partial responses, and 1 partial response. Median time to response
was 0.7 (0.7–3.9) mo, median duration of response was not reached, and 4 pts deepened
response post 1 y treatment.MRD negativity at 10-5 was reported in 8 (50.0%) pts, and all had$

CR.Conclusions:With longer follow-up (13–25mo), IberVd confirmed durable deep responses,
with$ CR% rising from56.3% to 75.0%, and an encouraging safety profile with no new signals
in pts with TNE NDMM. These data support IberVd evaluation in the frontline setting. Clinical
trial information: NCT02773030. Research Sponsor: Bristol Myers Squibb.
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DREAMM-8 study of belantamab mafodotin plus pomalidomide and dexametha-
sone (BPd) vs pomalidomide plus bortezomib and dexamethasone (PVd) in
relapsed/refractory multiple myeloma (RRMM): A subgroup analysis in patients
with high-risk cytogenetic features.

Suzanne Trudel, Meral Beksac, Luděk Pour, Sosana Delimpasi, Hang Quach, Vladimir I. Vorobyev, Michele Cavo, Kazuhito Suzuki, Pawel Robak, KristinMorris, Chee Paul Lin,
Ianire Garrobo-Calleja, Giulia Fulci, Elisabet Manasanch, Brandon Kremer, Maria-Victoria Mateos, Meletios Athanasios Dimopoulos; Department of Medical Oncology and
Hematology, Princess Margaret Cancer Centre, Toronto, ON, Canada; Department of Hematology, Ankara Liv Hospital, Istinye University, Ankara, Turkey; University
Hospital Brno, Brno, Czech Republic; General Hospital Evangelismos, Athens, Greece; University of Melbourne, St. Vincent’s Hospital, Melbourne, VIC, Australia; Leningrad
Regional Clinical Hospital, Saint Petersburg, Russian Federation; IRCCS Azienda Ospedaliero-Universitaria di Bologna, Seràgnoli Institute of Hematology, Bologna
University School of Medicine, Bologna, Italy; Division of Clinical Oncology and Hematology, Department of Internal Medicine, The Jikei University School of Medicine,
Tokyo, Japan; Centrum Terapii Wspolczesnej, Łódź, Poland; GSK, Durham, NC; GSK, Upper Providence, PA; GSK, London, United Kingdom; GSK, Waltham, MA; GSK,
Collegeville, PA; Hospital Universitario de Salamanca/IBSAL/CIC/Ciberonc, Salamanca, Spain; Department of Clinical Therapeutics, School of Medicine, National and
Kapodistrian University of Athens, Athens, Greece

Background: In DREAMM-8 (NCT04484623), BPd demonstrated a significant improvement in
the risk of progression or death vsPVd inpatients (pts)withRRMMwho received$1 prior line of
therapy, including lenalidomide. Pts with high-risk cytogenetic abnormalities (HRCAs) have a
poor prognosis and need more efficacious treatments. Here we present a subgroup analysis in
pts with HRCAs. Methods: Pts were randomized 1:1 to BPd (28-day cycles) or PVd (21-day
cycles). Pts were treated until progressive disease, unacceptable toxicity, or death. Efficacy
assessments occurred every 4 weeks. Pts with HRCAs were defined as having $1 of the
following: t(4;14), t(14;16), amp1q, and del(17p13). Descriptive statistics were used to sum-
marize the results, alongwith 95% exact CIs. Hazard ratios (HRs) for progression-free survival
(PFS) were estimated using the Cox model, with 95% CIs based on the Brookmeyer-Crowley
method. Results: The intention-to-treat population included 302 pts: 155 in the BPd arm and
147 in the PVd arm. In the BPd arm, 68 of 155 (44%) pts had HRCAs; of them, 23 (15%) had t(4;
14), 7 (5%)had t(14;16), 32 (21%)haddel(17p13), and40 (26%)hadamp1q. In thePVdarm,60of
147 (41%) had HRCAs; of them, 20 (14%) had t(4;14), 11 (7%) had t(14;16), 26 (18%) had
del(17p13), and 33 (22%) had amp1q. Median PFS in pts with$1 HRCAwas 21.1 mo (95%CI, 13.5
mo-NR)with BPd vs 9.2mo (95%CI, 6.5-14.8mo)with PVd (HR, 0.58; 95%CI, 0.36-0.95); 18-
mo PFS rates were 53% and 33%, respectively. PFS benefit favored BPd across HRCA subgroups
(HR [95% CI]: t(14;14), 0.74 [0.31-1.76]; del(17p13), 0.45 [0.22-0.92]; and amp1q, 0.49 [0.24-
1.03]). In pts with$1 HRCA, overall response rate (ORR) was higher with BPd (n=52; 76%; 95%
CI, 64.6%-85.9%) than PVd (n=39; 65%; 95% CI, 51.6%-76.9%), and more pts achieved $

complete response with BPd (Table). Benefit was maintained across HRCA subgroups.
Conclusions: In pts with RRMM with HRC features, BPd demonstrated clinically meaningful
PFS benefit, higher ORR, and a higher rate of deep responses vs PVd. These data support the
potential use of BPd as a standard-of-care regimen in this key pt population with a high unmet
need. Clinical trial information:NCT04484623. Research Sponsor: This studywas sponsored by
GSK. Editorial support was provided by Nucleus Global, an Inizio Company, and funded by GSK.
Drug-linker technology licensed from Seagen Inc; monoclonal antibody produced using
POTELLIGENT Technology licensed from BioWa.

Patients achieving ‡CR in HRC groups n/N (%); 95% CI BPd PVd

t(4;14) 9/23 (39); 19.7-61.5 5/20 (25); 8.7-49.1
t(14;16) 3/7 (43); 9.9-81.6 2/11 (18); 2.3-51.8
del(17p13) 11/32 (34); 18.6-53.2 0/26; 0-13.2
amp1q 17/40 (43); 27.0-59.1 3/33 (9); 1.9-24.3
‡1 HRCA 29/68 (43); 30.7-55.2 9/60 (15); 7.1-26.6
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Immune profiling to identify a functionally high-risk smoldering multiple myeloma
patient population.

Ross Firestone, Anish Kumar Simhal, Theresia Akhlaghi, Jung Hun Oh, Kylee Maclachlan, Juan-Jose Garces, Sham Mailankody, Hani Hassoun, Urvi A Shah, Neha Korde,
Carlyn R. Tan, Sridevi Rajeeve, Hamza Hashmi, Alexander M. Lesokhin, Joseph O. Deasy, Saad Z. Usmani, Malin Hultcrantz; Memorial Sloan Kettering Cancer Center, New
York, NY; Weill Cornell Medicine, New York, NY; Myeloma Service, Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY; University of Navarra,
Center for Applied Medical Research (CIMA), Pamplona, Spain

Background: Smoldering multiple myeloma (SMM), a precursor to active multiple myeloma
(MM), is characterized by a high plasma cell burden but no evidence of the end-organ damage
that defines MM. The Mayo 2/20/20 model, and others, relies on tumor-burden estimates to
assign risk scores. We hypothesized that algorithm-assisted and explainable artificial in-
telligence (xAI) tools could ingest peripheral blood (PB) T cell profiles to identify immune
signatures predictive of progression to active MM. Methods: We analyzed a cohort of Mayo
risk-matched SMM patients with and without early progression to active MM. This included 9
patients with early progression from SMM toMM (median PFS 2.1 years) and a 9 patient “mayo
risk matched” cohort without clinical progression (median follow-up 8.6 years). Using high-
dimensional spectral cytometry with a 37-color T cell focused panel, we captured 1.4million PB
T cells from 18 SMMpatients banked at the time of SMMdiagnosis. Algorithm-assisted analysis
was performed using dimensionality reduction analysis with UMAP and cell clustering using
PhenoGraph. xAI analysis was performed by training a random forest (RF) classifier to predict
clinical outcomes using single-cell data followed by feature importance analysis using Shapley
Additive Explanations (SHAP) scores.Results:Analysis identified 21 unique T cell characteristic
clusters across all patients. Among these, SMMpatients with early progression had enrichment
for CD8+CD45RA+CD62L-CCR7- T effector cells re-expressing CD45RAwhen compared to non-
progressing SMM patients (4.3-fold increase, p = 0.018). This cluster had the highest mean
expression level of CD57 andTOX among all algorithm-defined clusters, demonstrating similar
phenotypic characteristics to terminally exhausted effector T cells. The RF model to predict
progression had an overall accuracy of 75% (stratified five-fold cross validated, repeated ten
times). A UMAP analysis of c misclassified cells did not reveal any obvious patterns. SHAP
analysis identified high expression ofGranzymeB, CD272,GranzymeK, andCD45RAas the four
most influential features for predicting progression. Conclusions: Our results show that
patient-specific immune phenotypes could offer a method of prognosticating SMM outcomes
separate from traditional tumor burden quantification. Both the clustering-based and feature
importance analyses demonstrated that a more differentiated T cell phenotype is associated
with early progression in SMM. Recent reports have foundmore differentiated T cell biology in
MMpatients compared to SMMpatients. Our results support the hypothesis that SMMpatients
displaying an “MM-like” T cell phenotype are at increased risk of early progression to active
MM. These results support work to identify a clinically usable patient-specific immune
signature to identify SMM patients at increased risk of progression to overt MM. Research
Sponsor: ASCO / CCF Young Investigator Award.
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Carfilzomib, lenalidomide, and dexamethasone (KRd) as maintenance therapy after
autologous stem-cell transplantation (ASCT) in patients with newly diagnosed
multiple myeloma (NDMM).

Andrzej J. Jakubowiak, Tomasz Wrobel, Krzysztof Jamroziak, Tadeusz Kubicki, Pawel Robak, Jaroslaw Czyz, Agata Tyczyńska, Agnieszka Druzd-Sitek,
Krzysztof Giannopoulos, Anna Łojko-Dankowska, Magdalena Matuszak, Lidia Gil, Bartosz Puła, Justyna Rybka, Lidia Usnarska-Zubkiewicz, Olga Czabak, Anna Ewa Pula,
Benjamin Avi Derman, Theodore Karrison, Dominik Dytfeld; University of Chicago, Chicago, IL; Wroclaw Medical University, Wrocław, Poland; Institute of Hematology and
Blood Transfusion, Warsaw, Poland; Poznań University of Medical Sciences, Poznan, Poland; Centrum Terapii Wspolczesnej, Łódź, Poland; Ludwik Rydygier’s Collegium
Medicum in Bydgoszcz, Nicolaus Copernicus University, Bydgoszcz, Poland; Medical University of Gdansk, Gdansk, Poland; Maria Sklodowska-Curie National Research
Institute of Oncology, Warsaw, Poland; Medical University of Lublin, Lublin, Poland; Poznan University of Medical Sciences, Poznan, Poland; Wroclaw Medical University,
Wroclaw, Poland; University of Chicago Medical Center, Chicago, IL; Poznań University of Medical Sciences, Poznań, Poland

Background: In patientswithNDMM, therapy after ASCTaims todeepen remission andprolong
survival. Although lenalidomide (R) monotherapy after ASCT is well established, the impact of
combination therapy on survival remains to be established. Interim results of the ATLAS study
suggested that extended KRd after ASCT treatment prolongs progression-free survival (PFS)
compared with R alone in patients with NDMM (Dytfeld et al, Lancet Oncol. 2023; 24:139–150).
Here we provide the results from the primary analysis of the ATLAS study. Methods: This
international, open-label phase 3 study randomly assigned adults with NDMMwho completed
induction and had stable disease or better after ASCT 1:1 to KRd or R alone as maintenance
therapy. Randomization was stratified by post-transplant response, presence or absence of$1
high-risk cytogenetic abnormality, and by country. For the KRd group, patients with standard-
risk cytogenetics and measurable residual disease (MRD) negativity at 10-5 after cycle 6 were
switched to Rmaintenance after cycle 8; remaining patients continued KRd up to 36 cycles and
then switched to R. The preplanned primary endpoint was PFS. Secondary endpoints included
overall survival (OS), MRD negativity, response rate, and safety. Results: At data cutoff (21 Oct
2024),median follow upwas 5.7 years. Themedian number of treatment cycles initiated was 35
and 31 for KRd and R, respectively. After cycle 8, 40 of 81 patients on KRd switched to R. The 4-
year PFS rate with KRd was superior to R (67.5% vs 36.8%; HR 0.46 [95% CI: 0.30, 0.70];
p=0.0002). The PFS benefit was consistent across subgroups, including high-risk cytogenetics
(HR0.52 [95%CI: 0.24, 1.1]) andMRD-positive status at randomization (HR0.52 [95%CI: 0.29,
0.93)].Median PFSwas 72.8months and 37.3months in the KRd andR groups, respectively. The
4-year OS rate also was increased with KRd vs R (84.3% vs 79.2%; HR 0.49 [95% CI: 0.26, 0.90];
p=0.02). The depth of response improved across all response categories; the rate ofMRD,10- 5

and at least a complete response as best response was 74% and 51% (OR 2.7 [95% CI: 1.5, 5.1];
(p=0.002), and 12-month sustained MRD-negativity was 48% and 24% (OR 2.9 [95% CI 1.5,
5.5]; p=0.001) for KRd and R, respectively. No new safety signals were observed (Table).
Conclusions: The ATLAS phase 3 study demonstrated superior PFS as well as longer OS with
MRD-directed, risk-stratified KRd treatment compared with R alone in patients with NDMM
after ASCT. Extended KRd maintenance treatment may represent a new standard of care.
Clinical trial information: NCT02659293. Research Sponsor: Amgen Inc.; Celgene [Bristol
Myers Squibb].

Treatment emergent adverse events.

Patients, n (%)
KRd

(n=91)
R

(n=87)

Any grade 89 (98) 83 (95)
Grade ‡3 72 (79) 64 (74)
Grade 5 2 (2.2)a 2 (2.3)b

Any serious adverse event 29 (32) 20 (23)
aLung infection (n=2).
bLung/Covid infection (n=1); heart failure (n=1).
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Belantamabmafodotin + pomalidomide + dexamethasone (BPd) vs daratumumab +
bortezomib + dexamethasone (DVd) in relapsed/refractory multiple myeloma: An
indirect comparison using patient-level data.

Meral Beksac, Alessandro Corso, Joshua Ryan Richter, Nick Ballew, Vinay Jadhav, Molly Purser, Simon McNamara, Sandhya Sapra, Marius Sieverding, Zhaohui Wang,
Gbenga Kazeem; Department of Hematology, Ankara Liv Hospital, Istinye University, Ankara, Turkey; Division of Hematology, Hospital Legnano, Milan, Italy; Mount Sinai,
New York, NY; GSK, Collegeville, PA; GSK, Bengaluru, India; GSK, King of Prussia, PA; GSK, Stevenage, United Kingdom; GSK plc, Philadelphia, PA

Background: Belantamab mafodotin (belamaf) is being studied in combination with bortezo-
mib + dexamethasone (BVd) or pomalidomide + dexamethasone (BPd) in the phase 3
DREAMM-7 (D7; NCT04246047) and DREAMM-8 (D8; NCT04484623) trials, respectively;
both enrolled patients (pts) with relapsed/refractory multiple myeloma (RRMM) who had
received $1 prior line of therapy. D7 compared BVd vs daratumumab + bortezomib + dexa-
methasone (DVd); D8 comparedBPd vs bortezomib+pomalidomide +dexamethasone (PVd). In
both trials, belamaf combinations showed significant progression-free survival (PFS) benefits
vs comparators. In D7, median PFS (95% CI) was 36.6 mo (28.4-not reached [NR]) with BVd vs
13.4 mo (11.1-17.5) with DVd (HR, 0.41; 95% CI, 0.31-0.53; P,.001). In D8, median PFS (95% CI)
was NR with BPd vs 12.7 mo (9.1-18.5) with PVd (HR, 0.52; 95% CI, 0.37-0.73; P,.001). This
study compared the efficacy of BPd (D8 active arm) vs DVd (D7 comparator). Methods: The
overlapping D7 andD8 RRMMpopulationwas analyzed. To align cohorts, D8 BPd pts refractory
to any anti-CD38 were excluded, as were D7 DVd pts without prior lenalidomide exposure or
pomalidomide-refractory disease. The primary endpoint was PFS. Secondary endpoints in-
cluded overall survival (OS), minimal residual disease (MRD)–negativity rate, duration of
response (DOR), overall response rate (ORR), and time to treatment discontinuation (TTD)
with all treatments. This indirect comparison used inverse probability of treatment weighting
tomatch baseline characteristics betweenDVd andBPd arms, estimating the average treatment
effect in the treated population (IPTW-ATT). In the matched population, time-to-event
analyses used the Kaplan-Meier method and Cox proportional hazards models. Results: Of
155 pts in the D8 BPd arm and 251 in the D7 DVd arm, 120 and 111, respectively, met inclusion
criteria for this analysis. Baseline characteristics were generally balanced after IPTW-ATT.
After adjustment, BPd significantly improvedPFS vsDVd (median [95%CI],NR [21.1-NR] vs 11.1
mo [6.4-19.1]; HR, 0.41; 95% CI, 0.25-0.65; P=.0002). Median (95% CI) DORwas NR (24.9-NR)
with BPd vs 10.5 mo (5.0-17.7) with DVd; adjusted MRD-negativity (CR+) rates (95% CI) were
30.2% (21-39.4) vs 5.3% (0.9-9.8), respectively (OR, 7.67; 95% CI, 3.10-22.72; P,.0001). ORR
and TTD favored BPd vs DVd (ORR not significant). Conclusions: This post hoc indirect
comparison analysis showed that BPd significantly improved PFS vs DVd (similar HR to BVd
vsDVd inD7).MedianPFS for the adjustedDVdpopulationwas similar to that reportedwithPVd
in D8. These findings suggest that BPd may be a more effective treatment option vs DVd,
warranting further studies of belamaf combinations in this population. Research Sponsor: GSK.
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GPRC5D and BCMA bi-specific CAR-T: Ex vivo study to simulate early to late-line
multiple myeloma (MM) with elevated soluble BCMA.

Jincai Zhou, Xinran Luo, Kai Wu, Feifei Shi, Joy Zhou, Xiaowen He; Oricell Therapeutics Co., Ltd., Shanghai, China

Background: GPRC5D and BCMA are near-universally expressed on MM cells, with indepen-
dent target expression and double-negative cells relatively rare. This profile supports the
rationale for developing a bi-specific CAR-T therapy to enhance patient coverage, improve
efficacy, and reduce the risk of relapse due to antigen loss. Dual-targeting GPRC5D and BCMA
represents a novel advancement in the developed antibody therapies. The clinical outcomes of
combination of GPRC5DxCD3 and BCMAxCD3 were highly promising. Tri-specific antibodies
(GPRC5DxBCMAxCD3) have exhibited superior preliminary efficacy compared to bsAbs or their
combinations, However, these approaches require weekly administrations and may pose
potential risk. A recent publication (Freeman et al., Blood, 2024) reported that elevated pre-
lymphodepletion soluble BCMA (sBCMA) levels were significantly associated with high-risk
characteristics as well as high incidence and severity of CRS & ICANS, and metabolic tumor
volume (MTV) were correlated with poor clinical outcomes. To address these challenges, we
have developed bi-specific CAR-Ts incorporating novel armors to effectively eliminate heavy
MMburdens and enhance efficacy, even in the presence of sBCMA.Methods: Aiming to broadly
eradicate MM subsets and reduce heavy tumor burden or extramedullary disease (EMD), we
have developed a bi-specific CAR-T with two novel humanized VHH binders specifically
targeting either BCMA or GPRC5D. Our design incorporates novel secreted and/or
membrane-bound armors. Pre-clinical studies were conducted to evaluate the features and
drugability of these armored andnon-armored bispecific-CAR-Ts.Results:Targeting dual-Ag,
the bi-specific CAR-T showed increased T cell activation, superior functionality, and enhanced
expansion under re-stress. Notably, the bi-CAR-T retained its functionality against single-Ag
expressing cells and displayed robust potency againstMMcellswith very lowBCMAexpression,
even in the presence of high concentrations of sBCMA. Compared to industry benchmarks,
Oricell’s bi-CAR-T showed superior efficacy in a xenograft mouse model with heterogeneous
MM cells. Armored bi-CAR-Ts were potent in eliminating heavy tumor burdens and enhancing
T cell infiltration and expansion. Conclusions: The pre-clinical data demonstrated that the bi-
specific CAR-Tnotonly outperformed in targetingMMcellsmimicking early ormiddle lines but
also reduced the incidence of antigen-negative escape. By enhancing sensitivity and leveraging
unique epitopes, the bi-CAR-T maintained robust efficacy in late-line MM models. Future
clinical studies will be conducted to validate the safety and efficacy in treating high-risk MM
patients. Research Sponsor: None.
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Ciltacabtagene autoleucel (cilta-cel) vs standard of care (SOC) in patients (pts) with
relapsed/refractory multiple myeloma (MM): CARTITUDE-4 survival subgroup
analyses.

Surbhi Sidana, Joaquin Martinez-Lopez, Abdullah Mohammad Khan, Albert Oriol, Andrew Spencer, Binod Dhakal, Yaël C. Cohen, Cyrille Touzeau, Dominik Dytfeld,
Hermann Einsele, Jesus San-Miguel, Salomon Manier, Ying Chen, Katherine Li, Nina Benachour, Carolina Lonardi, Arnab Ghosh, Nitin Patel, Erika Florendo,
Simon J. Harrison; Stanford University School of Medicine, Stanford, CA; Hospital 12 de Octubre, Complutense University CNIO, MIC, Madrid, Spain; The Ohio State
University Comprehensive Cancer Center, Columbus, OH; Institut Català d’Oncologia and Institut Josep Carreras, Hospital Germans Trias i Pujol, Badalona, Barcelona,
Spain; Alfred Health-Monash University, Melbourne, VIC, Australia; Medical College of Wisconsin, Milwaukee, WI; Tel-Aviv Sourasky (Ichilov) Medical Center, Faculty of
Medical & Health Sciences, Tel Aviv University, Tel Aviv, Israel; Service d’hématologie, Centre Hospitalier Universitaire (CHU) Hotel Dieu, Nantes, France; Poznań University
of Medical Sciences, Poznań, Poland; Universitätsklinikum Würzburg, Medizinische Klinik und Poliklinik II, Würzburg, Germany; Cancer Center Clinica Universidad de
Navarra, CIMA, IDISNA, Pamplona, Spain; University of Lille, CHU Lille, Lille, France; Johnson & Johnson, Shanghai, China; Johnson & Johnson, Spring House, PA; Johnson
& Johnson, Beerse, Belgium; Johnson & Johnson, Buenos Aires, Argentina; Johnson & Johnson, Raritan, NJ; Legend Biotech USA, Inc., Somerset, NJ; Peter MacCallum
Cancer Centre and Royal Melbourne Hospital, Melbourne, Australia

Background: In CARTITUDE-4, a single cilta-cel infusion significantly improved progression-
free survival (PFS; hazard ratio [HR] weighted, 0.29 [95% CI, 0.22–0.39]) and overall survival
(OS; HR, 0.55 [0.39–0.79]; P=0.0009) vs SOC in pts with relapsed and lenalidomide-refractory
MM after 1–3 prior lines of treatment (pLOT) at 33.6 mo median follow-up (Mateos et al, IMS
2024). PFS and OS from subgroups in the intent-to-treat (ITT) population are reported.
Methods: Pts randomized to cilta-cel underwent apheresis, received pomalidomide, bortezo-
mib, and dexamethasone (PVd), or daratumumab, pomalidomide, and dexamethasone (DPd)
bridging treatment, lymphodepletion, and then cilta-cel infusion. Pts randomized to SOC
received physician’s choice of PVd or DPd until progression. HR for PFS was analyzed using
unweighted Cox proportional hazardsmodel for the ITT set.Results: As ofMay 1, 2024,median
follow-up was 33.6 mo. PFS and OS benefit of cilta-cel over SOC in the ITT analysis was
consistent across pts with standard-risk cytogenetics and high-risk cytogenetics, defined as
del(17p), t(4;14), t(14;16), or gain/amp(1q) (Table). Comparing cilta-cel (n=21) vs SOC (n=18) in
pts with extramedullary disease (EMD), median PFS was 13 mo vs 4 mo (HR, 0.71 [95% CI,
0.34–1.49]), respectively, and median OS was not reached (NR) vs 16 mo (HR, 0.61 [95% CI,
0.26–1.47]). In pts with 1, 2, or 3 pLOT (cilta-cel, n=68, 83, 57; SOC, n=68, 87, 56), median PFS
was NRwith cilta-cel across all pLOT vs 17 mo (HR, 0.41 [95% CI, 0.25–0.67]), 12 mo (HR, 0.30
[95% CI, 0.19–0.49]), and 8mo (HR, 0.20 [95% CI, 0.11–0.34]) with SOC, respectively; median
OS was NR with cilta-cel across all pLOT vs NR (HR, 0.56 [95% CI, 0.28–1.11]), NR (HR, 0.63
[95% CI, 0.36–1.09]), and 34 mo (HR, 0.49 [95% CI, 0.26–0.91]) with SOC. Conclusions: ITT
analysis showed that cilta-cel improved PFS and OS vs SOC in all subgroups, including pts with
EMD and 1 pLOT and beyond. Compared with SOC, cilta-cel improved PFS and OS in pts with
high-risk cytogenetics, suggesting it may overcome the poor prognosis associated with these
high-risk features. These data continue to support a positive benefit-risk ratio for cilta-cel in
pts with lenalidomide-refractory MM as early as after first relapse. Clinical trial information:
NCT04181827. Research Sponsor: Johnson & Johnson; Legend Biotech USA Inc.

Cilta-cel,
n

SOC,
n

Median
PFS

cilta-cel,
mo

Median
PFS
SOC,
mo

HR
(95% CI)

Median OS
cilta-cel,

mo

Median
OS

SOC, mo
HR

(95% CI)

Standard-risk
cytogenetics

69 70 NR 21 0.43
(0.26–0.72)

NR NR 0.62
(0.33–1.19)

High-risk
cytogeneticsa

123 132 37 10 0.38
(0.27–0.52)

NR 38 0.54
(0.35–0.85)

del(17p) 49 43 30 9 0.40
(0.24–0.68)

NR NR 0.52
(0.26–1.04)

t(4;14) 30 30 37 7 0.34
(0.17–0.68)

NR 27 0.46
(0.20–1.08)

gain/amp(1q) 89 107 37 10 0.39
(0.27–0.57)

NR 38 0.58
(0.35–0.96)

‡2 cytogenetic
abnormalitiesa

43 49 30 7 0.43
(0.25–0.73)

NR 23 0.57
(0.30–1.07)

aCytogenetic abnormalities: del(17p), t(4:14), t(14;16), or gain/amp(1q).
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Carfilzomib or bortezomib with lenalidomide, and dexamethasone (VRd) for initial
therapy of newly diagnosed multiple myeloma (NDMM): Long-term follow-up of the
ECOG-ACRIN ENDURANCE phase 3 trial.

Shaji Kumar, Edward A. Faber Jr., AdamD. Cohen, Natalie Scott Callander, Avina A. Singh, Terri L. Parker, Alex R. Menter, Xuezhong Yang, Benjamin Parsons, Pankaj Kumar,
Prashant Kapoor, Rosenberg Aaron, Jeffrey A. Zonder, Kenneth Carl Anderson, Sagar Lonial, Paul G. Richardson, Robert Z. Orlowski, Lynne I. Wagner, S. Vincent Rajkumar,
Susanna J. Jacobus; Mayo Clinic Rochester, Rochester, MN; University of Cincinnati, Cincinnati, OH; Abramson Cancer Center, Perelman School of Medicine, University of
Pennsylvania, Philadelphia, PA; University of Wisconsin Health, Carbone Cancer Center, Madison, WI; Minnesota Oncology Hematology PA, Burnsville, MN; Yale University,
Hamden, CT; Kaiser Permanente - Colorado, Lone Tree, CO; Bon Secours Hematology and Oncology, Greenville, SC; Gundersen Health, La Crosse, WI; Illinois CancerCare,
P.C., Peoria, IL; Division of Hematology, Mayo Clinic Rochester, Rochester, MN; University of California, Davis, Sacramento, CA; Barbara Ann Karmanos Cancer Institute,
Detroit, MI; Dana-Farber Cancer Institute, Boston, MA; Winship Cancer Institute, Emory University Hospital, Atlanta, GA; The University of Texas MD Anderson Cancer
Center, Houston, TX; University of North Carolina at Chapel Hill, Winston-Salem, NC; Mayo Clinic, Rochester, MN

Background: The combination of a proteasome inhibitor (PI) with lenalidomide (R) and dex (d)
has been a common initial therapy for newly diagnosed myeloma (NDMM). We designed a
randomized phase 3 trial to examine if carfilzomib (K), a next generation PI, improved pro-
gression free survival (PFS) comparedwith bortezomib (V)when either is combinedwith Rd for
initial treatment of NDMM. Initial analysis at a median follow up of 15.3 months (mos) showed
comparable PFS for both triplets.We present the long-term results of the trial with ~70months
median follow up. Methods: Patients (Pts) with NDMM, were randomized 1:1 to receive VRd or
KRd for 36 weeks followed by a 2nd randomization (1:1) to indefinite versus 2 yrs of R
maintenance. Pts without del17p, t(14;16), t(14;20), plasma cell leukemia or high-risk
GEP70 profile, were enrolled. VRd arm included V 1.3 mg/m2 on days(d) 1, 4, 8, and 11 (d1, 8
for cycles 9-12), R 25mg d1-14, and d 20mg d1, 2, 4, 5, 8, 9, 11, 12 of a 3-week (wk) cycle for 12
cycles, while pts in the KRd arm received K 36mg/m2 d1, 2, 8, 9, 15, 16with R 25mg daily on d1-
21 andd40mgwkly, in 4wk cycles for 9 cycles.Maintenanceused 15mgRd1-21 q4wks.Results:
The study accrued 1087 pts (VRd=542, KRd=545). Median age was 65y; baseline characteristics
including intent to transplant were similar across the arms. Median induction duration (mos;
IQR) was 7.2 (3.4-8.9) and 8.4 (5.1-9.1) for VRd and KRd, respectively; 59.8% in VRd and 45.3%
in KRd did not proceed to Step 2. Median PFS (mos) was VRd=41.9 and KRd=44.6; HR = 0.89
(0.76-1.04). Toxicity data, PFS sensitivity analyses and OS probabilities are as in the table.
Conclusions: In this randomized trial,withmedian followupofnearly 6 years, KRdandVRdhad
comparable PFS andOS in an intent to treat analysis.While similar numbers proceeded to SCT in
the 2 arms, more did so during induction in the VRd arm while more patients in the KRd arm
went to SCT later. VRd remains a standard triplet induction regimen in standard and in-
termediate risk NDMM, and a suitable backbone for 4 drug combinations. Clinical trial in-
formation: NCT01863550. Research Sponsor: None.

N (%)
VRd

(n=527)
KRd

(n=526)

SCT anytime 186 (34.3) 183 (33.6)
SCT without Step 2 registration 146 112
Median Time to SCT (mos; range) 7.7 (3.5-83.9) 10.6 (3.7-70.6)
Grade 3-4 Treatment-Related Toxicity 315 (59.8) 344 (65.4)
Grade 5 Treatment-Related Toxicity 2 (0.4) 9 (1.7)
Grade 5 All Events 11 (2.1) 20 (3.8)
Survival outcomes

HR Median (95% CI) Median (95% CI)
PFS Primary: PD or death within 3 months
of last evaluation as events

0.89
(0.76-1.04)

41.9
(35.7, 50.3)

44.6
(38.2, 51.9)

PFS Sensitivity: All deaths as events, 0.87
(0.75-1.02)

39.5
(34.9, 46.0)

42.8
(37.4, 49.7)

PFS Sensitivity: Censor at alternate Rx 0.83
(0.69-0.99)

35.0
(31.3, 42.6)

38.7
(34.7, 49.0)

PFS Sensitivity: Event at alternate Rx 0.84
(0.73-0.97)

18.0
(14.2, 23.0)

24.4
(20.9, 27.9)

Overall survival 0.92
(0.75-1.12)

119
(100, NE)

118
(103-NE)
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Clinical characteristics, cytogenetic associations, and outcomes in multiple mye-
loma with chromosome 1q abnormalities.

Abdullah Ramzan, Linda Baughn, Prashant Kapoor, Morie A. Gertz, Angela Dispenzieri, Suzanne R. Hayman, Francis Buadi, David Dingli, Lisa Hwa Christenson,
Amie L. Fonder, Miriam A. Hobbs, Michelle Rogers, Yi Lin, Nelson Leung, Taxiarchis Kourelis, Rahma M. Warsame, Moritz Binder, Nadine Abdallah, S. Vincent Rajkumar,
Shaji Kumar; Mayo Clinic, Rochester, MN; Division of Laboratory Genetics, Department of Laboratory Medicine and Pathology, Mayo Clinic, Rochester, MN; Division of
Hematology, Mayo Clinic Rochester, Rochester, MN; Division of Hematology, Mayo Clinic, Rochester, MN

Background:Multiple myeloma (MM) is characterized by recurrent cytogenetic abnormalities,
including translocations involving the immunoglobulin heavy chain locus on chromosome 14
and trisomies, which are considered primary and clonal. Throughout disease progression, MM
cellsmay acquire additional abnormalities, which include chromosome 1 abnormalities (gain or
amplification of 1q or deletion of 1p) and chromosome 17 abnormalities (del 17p or monosomy
17p). All these factors are considered high-risk markers that predict below-average outcomes.
While outcomes related to 1q have been documented, their relationship with other abnormal-
ities and clinical characteristics is less clearly defined. Methods: We created a cohort of newly
diagnosedMM (NDMM) patients fromApril 1996 to December 2023 for whomFISH testingwas
performed using a panel that included 1q findings. Data on clinical and laboratory character-
istics, other FISH abnormalities, and survival outcomes were collected from existing databases
and the electronic medical record (EMR). Results: The cohort included 875 patients, with a
median age of 65. Of these patients, 60% were male and 91% identified as white. A 1q
abnormality was observed in 443 patients (51%); 87% exhibited a gain of 1q, while 13% showed
amplification of 1q. Among those tested, other abnormalities included del13 (58%), t(11;14)
(25%), t(4;14) (17%), t(14;16) (6%), del 17p (13%), and trisomies (51%). The distribution of
abnormalities concerning the presence of 1q is presented in the table. Patients with 1q
abnormalities weremore likely to present with additional high-risk cytogenetic abnormalities.
The median overall survival (OS) for those with a 1q abnormality was 73 months, compared to
105 months for those without it. Among these, patients with 1q amplification tended to have
worse outcomes than those with a 1q gain, though this observation did not reach statistical
significance. Conclusions: Abnormalities of chromosome 1, including 1q gain and amplifica-
tion, can be seen in nearly 50% of patients with NDMM who are tested. 1q abnormalities are
associated with other high-risk cytogenetic abnormalities. Measures of disease burden are
higher among those with a 1q abnormality. Interestingly, we observed a higher proportion of
patients with lambda light chain and those with IgA among those with a 1q abnormality. The
presence of a 1q abnormality was associated with inferior survival, with a trend towards worse
outcomes among those with 1q amplification compared to 1q gain. Research Sponsor: None.

Clinical characteristics and cytogenetic associations of multiple myeloma patients with and without 1q
abnormalities.

1q abnormality present 1q abnormality absent P

del13 78% 39% ,0.01
t(4;14) 25% 8% ,0.01
t(11;14) 22% 27% NS
t(14;16) 15% 3% ,0.01
Trisomies 48% 53% NS
17p del 24% 12% ,0.01
Lambda light chain 45% 26% ,0.01
IgA 32% 16% ,0.01
Hemoglobin 10.3 g/dL 11.2 g/dL ,0.01
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Real-world comparison of anti-BCMA vs anti-GPRC5D BiTE therapy in relapsed/
refractory multiple myeloma without prior CAR-T cell exposure.

Ali Younas Khan, Laxmi Upadhyay, Zainab Fatima, Danish Safi, Salah Ud Din Safi; West Virginia University, Morgantown, WV; West Virginia University, Department of
Internal Medicine, Morgantown, WV; West Virginia University School of Medicine, Morgantown, WV; West Virginia University Cancer Institute, Morgantown, WV; West
Virginia University, Department of Medical Oncology, Morgantown, WV

Background: In recent years, three bispecific T-cell engager (BiTE) agents have been approved
for Refractory/Relapsed Multiple Myeloma (rrMM). These have shown remarkable efficacy,
particularly in patients who have failed multiple lines of prior therapy. However, there is a
paucity of data to guide choice between available agents.Methods:Weperformed amulticenter,
retrospective, propensity score matched (PSM), safety and efficacy comparison between anti-
BCMA (Cohort 1: Teclistamab and Elranatamab) and anti-GPRC5D (Cohort 2: Talquetamab)
therapy in rrMM, using TriNetX database. Patients with prior CAR-T therapy were excluded.
Outcomes assessed included survival, remission rates, subsequent CAR-T therapy, subsequent
alternate BiTE therapy, risk of infections, cytokine release syndrome (CRS), immune effector
cell-associated neurotoxicity syndrome (ICANS), hypogammaglobulinemia and IVIG usewith a
followupof 2 years following treatment.Results:A total of 888 and 296patientswere identified
in cohort 1 (C1) and cohort 2 (C2), respectively. The two cohorts were matched for 25
characteristics yielding 266 patients in the PSM analysis. No differences in survival probability
(HR 0.95; 95%CI 0.65-1.39, p=0.83) or remission rates (C1 vs C2: 37.2 vs 35.0%, p=0.588) were
observed. Subsequent CAR-T therapy was used in 3.8% in C1 and 15% of patients in C2. Any
grade CRS (C1 vs C2: 34.6 vs 48.1%, p=0.002) was more common in the Talquetamab cohort,
with majority being grade,3 CRS (C1 vs C2: 16.2 vs 27.8%, p=0.001). There was no difference
observed for any grade ICANS (C1 vs C2: 14.7 vs 9.8%, p=0.08). No significant differences were
found between rates of overall infection (C1 vs C2: 45.5 vs 43.6 %, p=0.63), bacterial (C1 vs C2:
23.3 vs 21.1%, p=0.53), viral (C1 vs C2: 28.6 vs 28.2 %, p=0.92), or fungal (C1 vs C2: 5.8 vs 8.9%,
p=0.29) infections rates. The incidence of hypogammaglobulinemia (C1 vs C2: 74.4 vs 77.8%,
p=0.36) and treatment with IVIG (C1 vs C2: 52.3 vs 44.4 %, p=0.06) were similar across both
groups. Conclusions: Our analysis of real-world patients with relapsed/refractory multiple
myeloma (rrMM) showed similar efficacy and tolerability between anti-BCMA and GPRC5D
BiTE therapies. However, the Talquetamab group had a higher rate of CRS, consistent with the
high incidence observed in the phase 2 MonumenTAL-1 trial. The extent of comorbidities,
safety profile of individual agents and plan for subsequent CAR-T cell therapy can guide the
choice between available BiTE therapies. Research Sponsor: None.

BiTE therapy: Demographics and outcomes.

Outcome Cohort 1 Cohort 2 p-value

Total # of pts 266 266
Mean Age (years) 67.2 67.4 0.82
Male/Female (%) 52.6 / 43.6 50.4 / 43.2 0.60/0.93
Mean duration of treatment (Days) 246 (Teclist)

163 (Elra)
182

2-yr Survival 55 (54.5%) 53 (50.6%) 0.76
Complete Remission 99 (37.2%) 93 (35.0 %) 0.59
CRS 92 (34.6%) 128 (48.1%) 0.002
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Correlation of a senescence-associated gene signature with prognosis in multiple
myeloma.

Andras Lanczky, Otilia Menyhart, Balazs Gyorffy; Semmelweis University Department of Bionformatics, Budapest, Hungary; Semmelweis Egyetem, Budapest, Hungary;
Semmelweis University, Budapest, Hungary

Background: Multiple myeloma (MM), an incurable malignancy of plasma cells, is
predominantly a disease of aging. Cellular senescence, a fundamental biological process
associated with aging, has been implicated in developing age-related malignancies, including
MM. This study investigated the prognostic significance of senescence-associated genes
within a large cohort of MM patients. Methods: Gene expression and clinical data from
1,416 MM patients were obtained from four GEO datasets (GSE24080, GSE4204, GSE57317,
and GSE9782) and integrated into a unified database. Rigorous preprocessing of raw data
ensured cross-platformcomparability.We employed the SenMayo gene signature, a curated set
of senescence-associated genes, computed as a weighted mean expression of the genes. Cox
proportional hazards regression, Kaplan-Meier survival analysis, and multivariate models
were used to evaluate the prognostic value of the SenMayo signature. Univaraite visualizations
were plottedusing theKaplan-Meier plotter (www.kmplot.com). Clinical parameters, including
gender, isotype, and molecular subtypes, were incorporated into multivariate analyses, and
False Discovery Rate (FDR) correction was applied to correct for multiple hypothesis testing.
Results: The SenMayo gene signature strongly correlated with overall survival (OS) in MM
patients (HR = 0.6, 95% CI = 0.47–0.76, p = 1.7e-05). Patients in the low-expression group had
an upper quartile survival duration of 36.1 months, compared to 57 months for those in the
high-expression group. Independent validation across three datasets confirmed its prognostic
value (GSE4204: HR = 0.58, 95% CI = 0.39–0.88, p = 0.0089; GSE24080: HR = 0.61, 95% CI =
0.45–0.83, p = 0.0012; GSE57317: HR = 0.25, 95% CI = 0.08–0.77, p = 0.0095). Multivariate
analyses underscored the SenMayo signature as a prognostic factor, even after adjusting for
established clinical parameters such as gender and isotype. Conclusions: These findings un-
derscore the pivotal role of cellular senescence in the progression of MM. The senescence gene
signature warrants further investigation to support its integration into clinical practice for
improved risk stratification and informed therapeutic decision-making. Research Sponsor:
None.
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Baseline ocular conditions and risk of ocular events in patients (pts) with relapsed/
refractory multiple myeloma (RRMM) from the DREAMM-7 and DREAMM-8 trials of
belantamab mafodotin (belamaf).

Meral Beksac, Hang Quach, Vania Hungria, Luděk Pour, Kihyun Kim, Sergey Voloshin, Hanlon Sia, Esther Gonzalez, Chang-Ki Min, Marcelo Pitombeira de Lacerda,
Anna Sureda, Ivan Spicka, Marek Hus, Vera Zherebtsova, Margaret Polinkovsky, Sybil Varghese, Joe Lee, Elisabet Manasanch, Pawel Robak,
Meletios Athanasios Dimopoulos; Department of Hematology, Ankara Liv Hospital, Istinye University, Ankara, Turkey; University of Melbourne, St. Vincent’s Hospital,
Melbourne, VIC, Australia; Clinica S~ao Germano, S~ao Paulo, Brazil; University Hospital Brno, Brno, Czech Republic; Sungkyunkwan University and Samsung Medical Center,
Seoul, South Korea; Russian Research Institute of Hematology and Transfusiology of FMBA, Saint-Petersburg, Russian Federation; Department of Haematology, Pindara
Private Hospital, Gold Coast, Gold Coast, QLD, Australia; Hospital Universitario de Cabue~nes, Gijon, Spain; Catholic University of Korea St Mary’s Hospital, Seoul, Korea,
Republic of (South); Universidade da Regi~ao de Joinville and Centro de Hematologia e Oncologia, Joinville, Santa Catarina, Brazil; ICO, Hospital Duran i Reynals,
L’Hospitalet de Llobregat, Barcelona, Spain; First Faculty of Medicine, Charles University and General University Hospital, Prague, Czech Republic; Medical University of
Lublin, Lublin, Poland; Botkin Moscow Multidisciplinary Scientific and Clinical Center, Moscow, Russian Federation; GSK, Collegeville, PA; GSK, London, United Kingdom;
Centrum Terapii Wspolczesnej, Łódź, Poland; Department of Clinical Therapeutics, School of Medicine, National and Kapodistrian University of Athens, Athens, Greece

Background: Belamaf combinations were evaluated for RRMM in the phase 3 DREAMM-7
(belamaf + bortezomib + dexamethasone [BVd]; NCT04246047) and DREAMM-8 (belamaf +
pomalidomide +dexamethasone [BPd]; NCT04484623) trials, and significant progression-free
survival benefits were reported over standard of care, with significant overall survival benefit
reported for BVd. Ocular events (e.g., ocular adverse events [oAEs], blurred vision, dry eye)
occurred with belamaf andmost resolved with dose holds andmodifications. We examined the
baseline eye health of pts with RRMM receiving BVd or BPd, and whether baseline ocular
conditions affected rates of treatment-emergent (TE) oAEs.Methods:Ptswith$1 prior therapy
were eligible for DREAMM-7/8; pts with ocular conditions were eligible except for corneal
epithelial disease (mild punctate keratopathy was allowed). Mandatory ophthalmic examina-
tions (best corrected visual acuity [BCVA], slit lamp, and funduscopic exams)were performed in
both arms of the trials at baseline and routinely during treatment. oAEs were graded by
Common Terminology Criteria for Adverse Events. Regardless of presence/absence of baseline
ocular conditions, the same protocol-defined strategies were used for ocular event manage-
ment during the studies. Results: In 392 pts treated with belamaf (n=242 DREAMM-7 and
n=150 DREAMM-8), baseline ocular conditions were reported in 62% of pts (n=135 and 106);
baseline conditions included cataract 50% (n=101 and 96), keratopathy 14% (n=33 and 23), dry
eye 14% (n=31 and 24), visual acuity of 20/50 orworse 6% (n=18 and 7), glaucoma6% (n=11 and
13), blepharitis 2% (n=4 and 3), age-relatedmacular degeneration 1% (n=3 and 2), and diabetic
retinopathy ,1% (n=0 and 2). Any TE oAE was reported in 74% (n=100/135) and 87% (n=92/
106) of pts with baseline ocular conditions in DREAMM-7 and DREAMM-8, respectively,
compared with 79% (n=85/107) and 91% (n=40/44) of pts without baseline ocular conditions
(Table). Conclusions: The safety profiles of belamaf combinations for oAEs were similar
between patients with vs without baseline ocular conditions, suggesting that these baseline
ocular conditions did not increase the risk of TE oAEs. The effect of each baseline ocular
condition on TE oAEs, as well as TE corneal exam findings and visual acuity changes, will be
presented. Clinical trial information: NCT04246047, NCT04484623. Research Sponsor: GSK
(207499/207503); drug linker technology licensed from Seagen; monoclonal antibody pro-
duced using POTELLIGENT Technology licensed from BioWa.

TE ocular events in patients receiving a belamaf combination in DREAMM-7/8.

DREAMM-7 DREAMM-8

With any baseline
ocular condition,

n=135

No baseline
ocular condition,

n=107

With any baseline
ocular condition,

n=106

No baseline
ocular condition,

n=44

Any oAE, n (%) 100 (74) 85 (79) 92 (87) 40 (91)
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DREAMM-7 study of belantamab mafodotin plus bortezomib and dexamethasone
(BVd) vs daratumumab plus bortezomib and dexamethasone (DVd) in relapsed/
refractory multiple myeloma (RRMM): A subgroup analysis in patients (pts) with
high-risk cytogenetic (HRC) features.

Maria-Victoria Mateos, Pawel Robak, Marek Hus, Chengcheng Fu, Vera Zherebtsova, Christopher Ward, P. Joy Ho, Roman Hajek, Kihyun Kim,
Meletios Athanasios Dimopoulos, Claudio Cerchione, Nicholas Pirooz, Astrid McKeown, Chee Paul Lin, Hena Baig, Lydia Eccersley, Sumita Roy-Ghanta, Joanna Opalinska,
Vania Hungria; Hospital Universitario de Salamanca/IBSAL/CIC/Ciberonc, Salamanca, Spain; Centrum Terapii Wspolczesnej, Łódź, Poland; Medical University of Lublin,
Lublin, Poland; The First Affiliated Hospital of Soochow University, Suzhou, China; Botkin Moscow Multidisciplinary Scientific and Clinical Center, Moscow, Russian
Federation; Royal North Shore Hospital, Sydney, Australia; Royal Prince Alfred Hospital, and University of Sydney, Camperdown, NSW, Australia; University Hospital
Ostrava and University of Ostrava, Ostrava, Czech Republic; Sungkyunkwan University and Samsung Medical Center, Seoul, South Korea; Department of Clinical
Therapeutics, School of Medicine, National and Kapodistrian University of Athens, Athens, Greece; Hematology Unit, Istituto Romagnolo per lo Studio dei Tumori "Dino
Amadori" - IRST IRCCS, Meldola, Italy; GSK, Upper Providence, PA; GSK, Stevenage, United Kingdom; GSK plc, Mississauga, ON, Canada; GSK, London, United Kingdom;
GSK, Collegeville, PA; Clinica S~ao Germano, S~ao Paulo, Brazil

Background: In DREAMM-7 (NCT04246047), BVd exhibited a significant improvement in the
risk of progression or death vs DVd in pts with RRMM who had $1 prior line of treatment. In a
post hoc analysis (Mateos et al; ASCO 2024) of pts with$1 HRC abnormality (HRCA), including
t(4;14), t(14;16), and 17p13del,more pts had deep responses (defined as complete response [CR]
or better) with BVd (45%; 95% CI, 32.6%-57.4%) than with DVd (13%; 95% CI, 6.1%-23.3%).
Up to 70% of pts at early relapse have amp1q, which confers an increased risk of disease
progression. Here we present an updated post hoc efficacy analysis in pts with HRCA, including
amp1q. Methods: Pts were randomized 1:1 to BVd or DVd as previously reported. For this
analysis, pts with HRC were defined as those having $1 HRCA, including t(4;14), t(14;16), t(14;
20), 17p13del, and amp1q (defined as$4 copies of chromosome 1q21). Descriptive statisticswere
used to summarize results, with 95% exact CI. Hazard ratios (HRs) for progression-free
survival (PFS) were estimated using the Cox model, with 95% CI based on the Brookmeyer-
Crowleymethod. Results: The ITT population included 494 pts: BVd, n=243; DVd, n=251. In the
BVd arm, 122/243 pts (50%) had HRC, of which 41 (17%) had t(4;14), 8 (3%) had t(14;16), 1
(0.4%) had t(14;20), 30 (12%) had 17p13del, and 94 (39%) had amp1q. In the DVd arm, 115/251
(46%) had HRC, of which 42 (17%) had t(4;14), 6 (2%) had t(14;16), 1 (0.4%) had t(14;20), 35
(14%) had 17p13del, and 79 (31%) had amp1q. Median PFS in pts with $1 HRCA was 33.2 mo
(95% CI, 20.1 mo-not reached) with BVd vs 11.1 mo (95% CI, 9.0-15.1 mo) with DVd (HR, 0.40;
95% CI, 0.27-0.59), and 18-mo PFS rates were 61% and 38%, respectively. PFS benefit favored
BVd across subgroups (HR [95% CI]): t(4;14), 0.36 [0.19-0.67]; 17p13del, 0.25 [0.11-0.61];
amp1q, 0.48 [0.31-0.73]; t (14;16) and t(14;20) were not analyzed due to low numbers. In pts
with$1 HRCA, overall response rate was 81% (n=99; 95%CI, 73.1%-87.7%) with BVd and 69%
(n=79; 95% CI, 59.4%-77.0%) with DVd; more pts achieved $CR with BVd than with DVd
(Table). The benefit was maintained across subgroups. Conclusions: In pts with RRMM and$1
HRCA, PFS benefit favored BVd vs DVd, and BVd demonstrated a higher rate of deep response.
Current outcomes in pts with HRC features are suboptimal, and these data support BVd as a
potential standard-of-care regimen in these pts with high unmet need. Clinical trial infor-
mation: NCT04246047. Research Sponsor: This studywas sponsored by GSK. Editorial support
was provided byNucleus Global, an Inizio Company, and funded byGSK. Drug linker technology
licensed from Seagen Inc.; monoclonal antibody produced using POTELLIGENT Technology
licensed from BioWa.

Patients achieving ‡CR in HRC Groups n/N (%); 95% CI BVd DVd

t (4;14) 20/41 (49); 32.9-64.9 6/42 (14); 5.4-28.5
t (14;16) 1/8 (13); 0.3-52.7 0/6; 0-45.9
17p13del 11/30 (37); 19.9-56.1 4/35 (11); 3.2-26.7
amp1q 31/94 (33); 23.6-43.4 16/79 (20); 12.0-30.8
‡1 HRCA 48/122 (39); 30.6-48.6 20/115 (17); 11.0-25.6
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Leveraging AI for validating the association between minimal residual disease
(MRD) and survival outcomes in multiple myeloma.

Zexin Ren, Zixuan Zhao, Qian Shi, Andrew Cowan, Will Ma, En Xie; The George Washington University, Washington, DC; Department of Quantitative Science Research, Mayo
Clinic Rochester, Rochester, MN; Fred Hutchinson Cancer Center, Seattle, WA; HopeAI, Inc., Princeton, NJ; HopeAI, Inc, Princeton, NJ

Background:Minimal residual disease (MRD) has been recently accepted by the Food and Drug
Administration (FDA) as an endpoint for accelerated approval in Multiple Myeloma. However,
emerging data from recent trials were not included in previous analyses.While literature-based
meta-analyses on the correlation between MRD and approved clinical outcomes typically
require extensive manual review, leveraging AI with expert-in-the-loop validation can effi-
ciently generate reliable evidence from comprehensive clinical studies with up-to-date out-
comes. Methods: An AI-assisted framework was developed to identify relevant studies and
extract critical information via two independent objectives. The first objective examined trial-
level associations, modeling treatment effects on MRD and clinical endpoints across patient
populations using weighted least squares, with association strength measured by coefficients
of determination (R²) and 95% confidence intervals (CIs). The second objective analyzed
individual-level associations using synthetic individual patient data (SynthIPD) generated
from the published Kaplan-Meier plots and summary statistics of patient subgroups.
Results: AI-assisted screening identified eligible studies (.50 patients per treatment arm)
reporting progression-free survival (PFS), overall survival (OS), and MRD-negative complete
response rates (MRD-CR rate) using multi-parameter next-generation flow cytometry or
sequencing methods (sensitivity threshold $10⁻⁵), expanding previous analyses from 15 to
20 two-arm studies. Trial-level analysis demonstrated an R² of 0.69 (95% CI 0.50–0.89) for
PFS log hazard ratio versus MRD-CR rate log odds ratio. Analysis of synthetic individual data
from Kaplan-Meier curves using a novel digitization method yielded a global odds ratio of 7.28
(95%CI 5.60–8.95) for individual-level correlation betweenMRD-CR rates and PFS outcomes.
Conclusions: This study validates MRD-CR rate as an endpoint for accelerated approval in MM
through rapid AI-assisted literature review and synthetic individual patient data. The findings
demonstrate moderate correlation between MRD-CR rate and median PFS at both trial and
individual levels, consistent with previous literature but incorporating additional eligible
studies. The novel SynthIPD approach presents an efficient alternative to traditional data-
sharing methods while maintaining analytical robustness. These results align with current
Oncologic Drugs Advisory Committee (ODAC) surrogacy analysis methods and support the
utility of MRD assessment in MM clinical trials. Research Sponsor: None.
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Efficacy and safety outcomes in patients (pts) with renal impairment in the phase 3
DREAMM-7 and DREAMM-8 trials.

Marcelo Pitombeira de Lacerda, Meletios Athanasios Dimopoulos, Luděk Pour, Kihyun Kim, Sergey Voloshin, Hanlon Sia, Esther Gonzalez, Chang-Ki Min, Anna Sureda,
Ivan Spicka, Pawel Robak, Marek Hus, Vera Zherebtsova, Merit Hanna, Vinay Jadhav, Nicholas Pirooz, Ianire Garrobo-Calleja, Lydia Eccersley, Vania Hungria, Meral Beksac;
Universidade da Regi~ao de Joinville and Centro de Hematologia e Oncologia, Joinville, Santa Catarina, Brazil; Department of Clinical Therapeutics, School of Medicine,
National and Kapodistrian University of Athens, Athens, Greece; University Hospital Brno, Brno, Czech Republic; Sungkyunkwan University, SamsungMedical Center, Seoul,
South Korea; Russian Research Institute of Hematology and Transfusiology of FMBA, Saint-Petersburg, Russian Federation; Department of Haematology, Pindara Private
Hospital, Gold Coast, Gold Coast, QLD, Australia; Hospital Universitario de Cabue~nes, Gijon, Spain; Seoul St. Mary’s Hospital, The Catholic University of Korea, Seoul, South
Korea; Institut Català d’Oncologia-L’Hospitalet L.-Barcelona, University of Barcelona, Barcelona, Spain; First Faculty of Medicine, Charles University and General University
Hospital, Prague, Czech Republic; Centrum Terapii Wspolczesnej, Łódź, Poland; Medical University of Lublin, Lublin, Poland; Botkin MoscowMultidisciplinary Scientific and
Clinical Center, Moscow, Russian Federation; Waitemata District Health Board, North Shore Hospital, Takapuna, Auckland, New Zealand; GSK, Bengaluru, India; GSK, Upper
Providence, PA; GSK, London, United Kingdom; Clinica S~ao Germano, S~ao Paulo, Brazil; Department of Hematology, Ankara Liv Hospital, Istinye University, Ankara, Turkey

Background: Renal impairment is a frequent complication in relapsed/refractory multiple
myeloma (RRMM). Results from DREAMM-7 (NCT04246047) showed significant PFS and
OS benefit favoring belantamab mafodotin (belamaf), bortezomib, and dexamethasone
(BVd) vs daratumumab-Vd (DVd). DREAMM-8 (NCT04484623) showed significant PFS benefit
with belamaf, pomalidomide, and dexamethasone (BPd) vs pomalidomide, bortezomib, and
dexamethasone (PVd). In an ongoing phase 1 study (NCT04398745), renal impairment did not
impact belamaf pharmacokinetics. We report outcomes in pts with mild/moderate renal
impairment from DREAMM-7 and DREAMM-8. Methods: Renal function of eligible pts with
RRMMwas defined based on estimated glomerular filtration rate (eGFR) derived by local labs at
screening: normal ($90 mL/min/1.73 m2), mild ($60 to ,90 mL/min/1.73 m2), or moderate
($30 to,60 mL/min/1.73 m2) impairment. Pts with eGFR ,30 mL/min/1.73 m2 were ineligible
for these trials. Results: Results included pts with mild/moderate renal impairment in
DREAMM-7 (BVd, n=175; DVd, n=183) as of October 2, 2023, and DREAMM-8 (BPd, n=117;
PVd, n=109) as of January 29, 2024.MedianPFSwasNRwith BVdvs 12.6mowithDVd (HR, 0.39;
95%CI, 0.29-0.53) in DREAMM-7 and 24.0mowith BPd vs 9.7mowith PVd (HR, 0.52; 95% CI,
0.35-0.76) in DREAMM-8. Belamaf-containing regimens in both trials had numerically higher
18-mo PFS rates, overall response rates (ORRs), and complete response or better ($CR) rates
(Table). OS benefit favored BVd vs DVd (HR, 0.58; 95%CI, 0.39-0.86) and BPd vs PVd (HR, 0.71;
95% CI, 0.46-1.09). Median OS was NR in either arm of both trials. In pts with mild/moderate
renal impairment in DREAMM-7, 95% with BVd and 79% with DVd had a grade 3/4 AE. AEs
leading to discontinuation of any study drug occurred in 33% and 18%, respectively. Fatal
serious AEs occurred in 10%with BVd and 8%withDVd. In DREAMM-8, 90%withBPd and 73%
with PVd had a grade 3/4 AE. AEs leading to discontinuation of any study drug occurred in 13%
with BPd and 15% with PVd. Fatal serious AEs were observed in 13% and 12%, respectively.
Conclusions: In pts withmild/moderate renal impairment, belamaf-containing regimens (BVd
and BPd) showed improved efficacy vs standard triplets, indicating they are an efficacious
alternative SOC in a broad range of pts with RRMM. Safety results in this pt population were
consistent with the ITT populations. Research Sponsor: This study was sponsored by GSK.
Editorial support was provided by Nucleus Global, an Inizio company, and funded by GSK. Drug
linker technology licensed from Seagen Inc.; monoclonal antibody produced using POTELLI-
GENT Technology licensed from BioWa.

ITT population with mild/moderate
renal impairment

BVd
n=175

DVd
n=183

BPd
n=117

PVd
n=109

18-mo PFS rate
(95% CI)

0.69 (0.61-0.75) 0.41 (0.33-0.48) 0.61 (0.51-0.70) 0.40 (0.29-0.50)

ORR (95% CI), % 86 (79.6-90.5) 74 (67.4-80.5) 76 (67.3-83.5) 72 (62.1-79.8)
‡CR (95%CI), % 34 (26.8-41.2) 15 (10.4-21.3) 38 (29.6-47.9) 13 (7.2-20.6)

Safety population with mild/moderate
renal impairment

BVd
n=175

DVd
n=183

BPd
n=112

PVd
n=107

Grade 3/4 AE, % 95 79 90 73
AEs leading to discontinuation of
any study drug, % 33 18 13 15

Serious fatal AEs, % 10 8 13 12
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Efficacy and safety of less frequent dosingwith elranatamab (ELRA) in patients with
relapsed or refractory multiple myeloma (RRMM): A US subgroup analysis from
MagnetisMM-3.

Ajay K. Nooka, Christopher Sun Strouse, Sarah Marie Larson, Alexander M. Lesokhin, Asya Varshavsky Yanovsky, David H. Vesole, Guenther Koehne, Elpitha Soussou,
Sharon T. Sullivan, Eric Leip, Noopur S. Raje; Winship Cancer Institute, Emory University, Atlanta, GA; University of Iowa, Iowa City, IA; Division of Hematology-Oncology,
UCLA School of Medicine, Los Angeles, CA; Memorial Sloan Kettering Cancer Center, New York, NY; Fox Chase Cancer Center Temple Health, Philadelphia, PA; John Theurer
Cancer Center, Hackensack University Medical Center, Hackensack, NJ; Blood & Marrow Transplant and Hematologic Oncology, Miami Cancer Institute, Miami, FL; Pfizer,
Inc., New York, NY; Pfizer Inc., Cambridge, MA; Massachusetts General Hospital Cancer Center, Harvard Medical School, Boston, MA

Background: The ongoing phase 2 MagnetisMM-3 (NCT04649359) study demonstrated the
efficacy and safety of ELRA in patients (pts) with RRMM and no prior BCMA-directed therapy
(Cohort A). With a median follow-up of 33.9 mo, ORR was 61.0%, mPFS was 17.2 mo, and mOS
was 24.6 mo. Here we report results for the subgroup of pts enrolled in MagnetisMM-3 in the
US.Methods: Eligible pts hadRRMMwith disease refractory to$1 immunomodulatory drug,$1
proteasome inhibitor, and$1 anti-CD38 antibody. Pts were given subcutaneous ELRA as step-
up priming doses followed by 76 mg QW for 6 cycles. Pts given QW dosing for $6 cycles who
achieved partial response or better lasting$2mowere transitioned to Q2W dosing and to Q4W
after $6 cycles of Q2W dosing. The subgroup of pts within Cohort A enrolled in the US (n=47)
was analyzed. As of the data cutoff date (September 10, 2024), the median follow-up was 33.8
mo (95%CI, 32.9-35.7; estimated by reverseKaplan–Meier), approximately 32moafter the last
pt first dose.Results:Pts in theUS subgroup received amedian of 5 prior lines of therapy (range,
2-22); 93.6% were triple-class refractory, and 46.8% were penta-drug refractory. Eight
(17.0%) pts were Black or African American. ORR (95% CI) by Blinded Independent Central
Review was 66.0% (50.7-79.1); 42.6% of pts achieved complete response (CR + stringent CR).
Median (range) time to response was 1.08mo (0.95-7.36), andmedian time to CR or better was
4.76mo (1.22-12.75).Medianduration of response (95%CI)wasnot reached (NR) (24.0mo-not
estimable [NE]); the probability of maintaining response at 30 mo (95% CI) was 65.7% (43.3-
81.0). Median (95% CI) PFS was 27.3 mo (4.3–NE). Median (95% CI) OS was NR (14.9–NE); the
probability of survival at 30 mo (95% CI) was 55.8% (40.1-68.9). Any grade [G] and G3/4
treatment-emergent adverse events were reported in 100% and 78.7% pts, respectively. In-
fections (any G, G3/4, G5) were reported in 70.2%, 40.4%, and 0.0%, respectively; 51.1%
received Ig replacement. Anti-viral, anti-pneumocystis jirovecii pneumonia, anti-bacterial,
and anti-fungal prophylaxis were received by 80.9%, 21.3%, 14.9%, and 8.5% of pts, re-
spectively. The rate of cytokine release syndrome (CRS) was 61.7% (G1, 34.0%; G2, 27.7%; G$3,
0.0%). Immune effector cell-associated neurotoxicity syndrome was reported in 8.5% of pts
(G1, 4.3%; G2, 4.3%; G$3, 0.0%). 22 pts switched from QW to Q2W, and 8 pts further switched
fromQ2W to Q4Wdosing. Conclusions: The pts with RRMMenrolled inMagnetisMM-3 Cohort
A, including the US subgroup, were heavily pretreated. Consistent with overall Cohort A data,
ELRA was associated with deep, durable responses in the US subgroup, with amPFS of 27.3 mo.
CRSwas G1 and G2 only. Infections were consistent with what was observed in the overall study
population; infection prophylaxis including Ig replacement are recommended. Clinical trial
information: NCT04649359. Research Sponsor: Pfizer.
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Belantamab treatment of multiple myeloma: Results from part 1 of the first-in-
human phase 1/2 DREAMM-20 trial.

Hang Quach, Bradley Augustson, Linda Barton, Edvan de Queiroz Crusoe, Jeffrey S.Y. Huang, Vania Hungria, Marek Hus, Karthik Ramasamy, Teruhito Takakuwa,
Dok Hyun Yoon, Rupam Pal, Shreyan Banerjee, Hari Narayan, Wei Sun, Malika Ahras, Seema Shafi-Harji, Sarantos Kaptanis, Giulia Fulci, Brandon Kremer, Chang-Ki Min;
University of Melbourne, St Vincent’s Hospital, Melbourne, VIC, Australia; Sir Charles Gairdner Hospital, Perth, Western Australia, Australia; University Hospitals of Leicester
NHS Trust, Leicester, United Kingdom; Instituto D’Or de Pesquisa, IDOR Oncologia, Hospital Sao Rafael, Salvador, Brazil; National Taiwan University Hospital, Taipei,
Taiwan; Clinica Médica S~ao Germano, S~ao Paulo, Brazil; Medical University of Lublin, Lublin, Poland; Oxford Translational Myeloma Centre, NDORMS University of Oxford,
Department of Haematology, Oxford University Hospitals, NHS Foundation Trust, Oxford, United Kingdom; Graduate School of Medicine, Osaka Metropolitan University,
Osaka, Japan; Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; GSK, Bengaluru, India; GSK, Upper Providence, PA; GSK, Waltham, MA;
GSK, Stevenage, United Kingdom; GSK, Collegeville, PA; Catholic University of Korea St Mary’s Hospital, Seoul, Korea, Republic of (South)

Background: Belantamab mafodotin (belamaf) is a B-cell maturation antigen (BCMA)–
targeted monoclonal antibody (mAb) conjugated with a monomethyl auristatin-F (MMAF)
payload. InDREAMM-7andDREAMM-8phase 3 trials in relapsed/refractorymultiplemyeloma
(RRMM), belamaf combinations significantly improved progression-free survival vs standard
care, and DREAMM-7 showed significant overall survival benefit. Belantamab (GSK2857914) is
the naked BCMA mAb without MMAF; therefore MMAF-related toxicities are not expected.
DREAMM-20 is a phase 1/2 trial to evaluate safety, tolerability, and clinical activity of belan-
tamab in patients (pts) with MM.We present the planned analysis of part 1 of belantamab dose
escalation. Methods: Part 1 of DREAMM-20 (NCT05714839) is a phase 1, open-label, multi-
center, dose-escalation study in pts with RRMMwith$3 prior lines of therapy. Dose escalation
was conducted using amodified toxicity probability intervalmethod. The primary endpointwas
incidence of adverse events (AEs), including dose-limiting toxicities (DLTs). Secondary end-
points included overall response rate (ORR). Results: Across 3 cohorts, 18 pts enrolled and
received belantamab 300, 900 or 2000 mg IV Q2W (n=6 each). Data cutoff (DCO) was Aug 23,
2024. Median age was 76 y (range, 42-86 y), 17 of 18 pts were triple-class exposed, and 2 of 18
pts had prior BCMA-targeted therapy. The overall median duration of exposure was 63.5 days.
No DLTs or treatment-related AEs (TRAEs) leading to permanent discontinuation were re-
ported. Themost commonTRAEswere infusion-related reactions andhematologic AEs (Table).
Two pts had grade $2 corneal events per the Keratopathy and Visual Acuity (KVA) scale that
were considered unrelated to belantamab. The ORR was 28% (5/18 pts; very good partial
response, n=2 [900mg]; partial response, n=3 [1 in 300mg and 2 in 2000mg]) with responses
across all cohorts. Median duration of exposure in the 5 responders was 253 days; none of the
responders had progressed as of DCO. No pts had minimal response and 28% (5/18 pts) had
stable disease. Follow-up is ongoing. Conclusions: Belantamab showed an encouraging safety
profile with no DLTs, AEs leading to discontinuation, or belantamab-related grade $2 corneal
events. Durable responses were observed across dose levels in this triple-class–exposed
population. Results support the hypothesis that belantamab provides clinical antimyeloma
activity with an acceptable safety profile. Clinical trial information: NCT05714839. Research
Sponsor: This study was sponsored by GSK (study 218670). Editorial support was provided by
Nucleus Global, an Inizio Company, and funded by GSK. Monoclonal antibody produced using
POTELLIGENT Technology licensed from BioWa.

n (%) Belantamab 300, 900, or 2000 mg (N=18)

Any-grade AEs 17 (94)
TRAEs 12 (67)
Most common TRAEs (‡2 patients)
Infusion-related reactions
Neutrophil count decreased
Anemia
Vision blurred
Platelet count decreased

4 (22)
4 (22)
2 (11)
2 (11)
2 (11)

Grade ‡3 AEs 12 (67)
Most common grade ‡3 AEs (‡2 patients)
Neutrophil count decreased
Anemia

4 (22)
3 (17)

Serious AEs
Treatment related

6 (33)
1 (6)

Fatal AEs 0
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Positron emission tomography with computed tomography (PET/CT) and minimal
residual disease (MRD) for efficacy assessment in transplant-ineligible newly di-
agnosed myeloma (Ti NDMM) patients (pts): IMROZ analysis.

Elena Zamagni, Thierry Facon, Meletios Athanasios Dimopoulos, Xavier P. Leleu, Meral Beksac, Ludek Pour, Roman Hajek, Zhuogang Liu, Jiri Minarik, Philippe Moreau,
Joanna Romejko-Jarosinska, Ivan Spicka, Tom G. Martin, Lugui Qiu, Christos Sachpekidis, Ercem Kodas, Helgi van de Velde, Liang Zhao, Robert Orlowski,
Hartmut Goldschmidt; Seragnoli Institute of Hematology, Bologna University School of Medicine, Bologna, Italy; Department of Haematology, University of Lille, and French
Academy of Medicine, Paris, France; Department of Clinical Therapeutics, National and Kapodistrian University of Athens, Athens, Greece; Service d’Hématologie et
Thérapie Cellulaire, CHU and CIC Inserm 1402, Poitiers Cedex, France; Department of Hematology, Ankara Liv Hospital, Istinye University, Ankara, Turkey; Department of
Internal Medicine, Hematology and Oncology, University Hospital Brno, Brno, Czech Republic; University Hospital Ostrava and University of Ostrava, Ostrava, Czech
Republic; Shengjing Hospital of China Medical University (Huaxiang Br), Shenyang, China; Department of Hemato-Oncology, Faculty of Medicine and Dentistry, Palacky
University Olomouc and University Hospital Olomouc, Olomouc, Czech Republic; Department of Hematology, University Hospital Hôtel-Dieu, Nantes, France; Department of
Lymphoid Malignancies, Marie Sklowdoska-Curie National Research Institute of Oncology, Warsaw, Poland; Charles University and General Hospital in Prague, Prague,
Czech Republic; Department of Hematology, University of California at San Francisco, San Francisco, CA; Department of Lymphoma and Myeloma, Institute of Hematology
and Blood Diseases Hospital, Chinese Academy of Medical Sciences, Tianjin, China; Clinical Cooperation Unit Nuclear Medicine, German Cancer Research Center (DKFZ),
Heidelberg, Germany; Sanofi, R&D, Vitry Sur Seine, France; Sanofi Oncology, Cambridge, MA; Department of Lymphoma and Myeloma, The University of Texas MD
Anderson Cancer Center, Houston, TX; Department of Internal Medicine V, University of Heidelberg, Heidelberg, Germany

Background: MRD is a measure of response in the bone marrow (BM) but is limited by patchy
infiltration of BM plasma cells and lack of plasmacytoma assessment. Imaging-based MRD
assessment, which is non-invasive, such as PET/CT, may overcome these limitations, and
distinguishmetabolically activeMM from non-active. Isatuximab (Isa) is an anti-CD38mono-
clonal antibody approved in combination with bortezomib, lenalidomide and dexamethasone
(VRd) inTiNDMMpts basedon thePhase 3 IMROZ study.Here,wepresent an analysis of IMROZ
(NCT03319667), investigating PET/CT negativity (2) with MRD2 in front line efficacy assess-
ment. Methods: In IMROZ, pts were randomized 3:2 to receive Isa-VRd or VRd as initiation,
then Isa-Rd or Rd asmaintenance. BMMRDwas assessed by next generation sequencing at 10-5

sensitivity at baseline (BL), then in case of complete response (CR) or very goodpartial response
at end of initiation, and every 6 months for 2 years, then once a year until disease progression
(PD). PET/CT scanswere assessed by central review andperformed at BL, then yearly until PD; if
positive for soft tissue plasmacytoma, repeated at time of CR and/or end of induction, then
following time points for MRD assessment. PET/CT positivity (+) was defined as FDG 5PS
Score $4, and PET/CT2 as FDG 5PS #3. Results: Across the global and China populations, 244
Isa-VRd and 162 VRd pts had PET/CT at BL, of which 153 (62.7%) and 101 (62.3%) were PET/
CT+, respectively. Of these, 121 (41.6%) and 83 (43.0%) had a post-BL PET/CT assessment. 155
pts presented with plasmacytoma at BL (95 Isa-VRd, 60 VRd), with comparable BL charac-
teristics to the global population. Among PET+ pts at BL, the double negativity rate (PET/CT
FDG 5PS score #3 + MRD2) was significantly higher in Isa-VRd pts than VRd (odds ratio [OR]
1.54; 95% CI 1.04-2.29; p=0.0155), and similarly for double negativity + $CR (OR 1.60; 95% CI
1.07-2.38; p=0.0108). As shown in Table, more Isa-VRd than VRd pts with plasmacytoma
reached PET/CT 5PS #3 and MRD2, and PET/CT 5PS #3 with MRD2 + $CR. Progression-free
survival (PFS) in pts PET/CT+ at BL was in favor of the Isa-VRd arm (median PFS [mPFS] not
reached [NR; 95% CI 59.4-NR]) vs VRd (mPFS 49.1 [95% CI 39.1 -NR]) (hazard ratio [HR] 0.58;
95% CI 0.39-0.88; p=0.6303), and HR was comparable to the intent to treat population. PFS in
pts with plasmacytoma at BL was similar to the global population (HR 0.685; 95%CI 0.40-1.18;
p=0.5332). Conclusions: This analysis of IMROZ shows the prognostic value of BL PET/CT
findings. More Isa-VRd pts reached double negativity than VRd, including pts with plasma-
cytomas. This translated to a better PFS in pts treated with Isa-VRd. Clinical trial information:
NCT03319667. Research Sponsor: Sanofi.

Isa-VRd (n=77) VRd (n=52)

PET/CT 5PS score £3 and MRD2, % 45.5 34.6
OR (95% CI), p 1.57 (0.76-3.26), 0.1107
PET/CT 5PS score £3 and MRD2 + ‡CR, % 44.2 32.7
OR (95% CI), p 1.63 (0.78-3.39), 0.0966
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Impact of autoimmune disease on toxicity and outcomes after idecabtagene
vicleucel in patients with multiple myeloma.

Rebecca Albuquerque, Anna Shamis, Athanasios Tsalatsanis, Melissa Alsina, Hien Liu, Doris K. Hansen, Nancy Torres, Rawan Faramand, Ciara L. Freeman, Julio C. Chavez,
Fabiana Perna, Michael David Jain, Taiga Nishihori, Brandon Jamaal Blue, Rachid C. Baz, Omar Casta~neda Puglianini, Ariel Felipe Grajales-Cruz, Kenneth H. Shain,
Frederick L Locke, Abu-Sayeef Mirza; USF Health Morsani College of Medicine, Tampa, FL; University of South Florida, Tampa, FL; H. Lee Moffitt Cancer Center and
Research Institute, Tampa, FL; H. Lee Moffitt Cancer Center & Research Institute, Tamoa, FL

Background: Idecabtagene vicleucel (ide-cel), an autologous BCMA-directed chimeric antigen
receptor (CAR) T-cell therapy, has the potential to cure patients with relapsed/refractory
multiple myeloma (RRMM). However, cytokine release syndrome (CRS) and immune effector
cell-associated neurotoxicity syndrome (ICANS) are common treatment-related adverse
events. Historically, patients with autoimmune disease (AD) have been excluded from CAR-
T trials due to uncertain outcomes. This study evaluates differences in ICANS, relapse, and
survival in RRMM patients with and without AD treated with ide-cel.Methods: A retrospective
study of RRMM patients with AD treated with ide-cel at Moffitt Cancer Center in Tampa, FL
between 2021-2024 was conducted. Clinically significant AD requiring medical management
prior to apheresis included AIHA, autoimmune thyroiditis, ITP, RA, AIDP, CIDP, UC, SLE and
PMR. T-tests and Kaplan-Meier estimates analyzed associations between AD, toxicities, and
survival. Results: Of 179 patients with RRMM who received ide-cel, 13 (7%) had clinical AD
with amedian age of 72 years (range: 58 - 81 years, 54% female [n=7]). The incidence of ICANS
was 23.1%, versus 23.6% for patientswithout AD (n = 166). The incidence (p = 1) and duration (p
=0.822) of ICANSwasnot significantly different in thosewithorwithoutAD. Twopatients (with
AIHA and ITP) were tapered off of prednisone prior to ide-cel. Per medical records, the
remaining patients were not on immunosuppressive medications for AD at treatment. All
AD patients experienced CRS versus 85% of patients without AD (p = 0.225). For AD patients
who experienced ICANS,median LDH (202 U/L vs 189 U/L, p = 0.061) and ferritin (528 ng/mL vs
284 ng/mL, p = 0.866) 5 days prior to infusion (day -5) was not significantly higher versus AD
patients with no ICANS. However, median CRP at day -5 was significantly higher (1.2 mg/L vs
0.365mg/L, p = 0.05). In AD patients who experienced ICANS,median LDH (872 U/L vs 268U/L,
p = 0.01) and ferritin (10200 ng/ml vs 3000 ng/ml, p = 0.05) were significantly higher at the day
of maximum grade ICANS versus patients without AD. However, there was no difference in
median CRP (7.46 mg/L vs 7.72 mg/L, p = 0.9). Among patients who experienced ICANS, AD
patients didnot have significantly lower progression free survival (PFS) versus patientswithout
AD at 30 days, 12 months, and 18 months (p = 0.07). There was no difference in overall survival
between patients with or without AD. Conclusions: This retrospective study shows that pre-
existing AD does not increase the risk of ICANS in patients with RRMM who were treated with
ide-cel. Although LDHand ferritin levelswere similar, levels of CRPwere significantly higher in
AD patients who experienced ICANS versus those that did not. Given notable differences in
levels of inflammation and relapse rates among patients with AD, these patients may benefit
from close monitoring. Research Sponsor: None.
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Carfilzomib, iberdomide, and dexamethasone (KID) in patients with transplant-
eligible newly diagnosedmultiplemyeloma (NDMM): Updated results from phase 1/
2 study.

Noa Biran, David H. Vesole, Harsh Parmar, Pooja Phull, Kimberley Doucette, Jaeil Ahn, Rena Feinman, Joshua Zenreich, Palka Anand, Kristin Ivanovski, Monique Pace,
Alexandra Della Pia, Bianca DeAgresta, Adolfo Aleman, Ella Rutanen, Marie Layton, Genevieve Breeze, Aimee Chappell, Susan Kumka, David Samuel DiCapua Siegel; John
Theurer Cancer Center, Hackensack University Medical Center, Hackensack, NJ; Georgetown Lombardi Comprehensive Cancer Center, Washington, DC; Georgetown
University, Washington, DC; Center for Discovery and Innovation, Hackensack Meridian Health, Nutley, NJ

Background: SOC regimens for patients (pts) with transplant-eligible NDMM include VRd, D-
VRd, andKRd. Iberdomide, a cereblonmodulator, enhances immune stimulatory activity in vitro
compared to thalidomide analogs. A phase 1 study reported theMTD of iberdomide 1.6 mg plus
carfilzomib (CFZ) and dexamethasone (DEX), KID regimen, in NDMM pts (Biran 2023). Herein
we report longer term safety and efficacy data from a phase 2 dose expansion study of KID in
NDMMpts (NCT05199311).Methods: Adults with NDMMeligible for ASCTwere enrolled in this
multicenter, investigator-initiated phase 1/2 study. In the phase 2 portion, pts received CFZ (IV;
20mg/m2onC1D1; then56mg/m2C1D8, 15; then56mg/m2C2-4D1, 8, 15), iberdomide (1.6mg;
D1-21), and DEX (40 mg if #75 years; 20 mg if .75 years; D1, 8, 15) in 28-day cycles for 2-3
cycles followed by ASCT. The primary objective is to evaluate the rate of CR + sCR. Results: As of
1/10/25, 38 pts signed consent, including 20 in follow-up, 7 off study (5 screen failures/1
consented/1 withdrew due to rash), and 4 on treatment (tx). Of 31 pts who received tx, median
agewas 66 years (range 41-78), 52%male, 77%White, 16%Black, 3%Asian, 58%/16%/6% ISS
stage 1/2/3, respectively. Thirteen pts (42%) had high-risk cytogenetics: t(4;14) (n=3), t(4;16)
(n=1), del(17p)/monosomy 17/TP53 (n=2), 1q21 (n=9), andMYC (n=1). Twopts had double- and 1
was triple-hit MM. Thirty-one pts completed amedian of 3 cycles (range 1-4) of KID. At end of
induction, ORR was 96% (23/24, CR 4%, VGPR 42%, PR 50%). Twenty-three pts proceeded to
ASCT; 8 did not (4 on tx/1 collecting cells/1 withdrawal/1 death). Median number of stem cells
mobilizedwas 11.3 x 106 cells/kg (range 4.74-29.8). At 3months post-ASCT, ORRwas 100% (19/
19, sCR 5%, CR 21%, VGPR 53%, PR 21%), CR + sCR is 26%, and of those, 100% are MRD-
negative. Median tx duration was 84 days (IQR, 63-91). At median follow-up of 12.4 months,
median PFS and OSwere NR (95%CI, NA-NA). Most common hematologic TEAEs were anemia
(19%), neutropenia (39%), and thrombocytopenia (23%). Most common non-hematologic
TEAEs were pruritus (23%) and rash (23%). Grade 3 TEAEs occurred in 26% of pts; most
common were neutropenia (26%), thrombocytopenia (6%), and rash (6%). Six pts developed
grade 1-2 SAEs unrelated to tx. One patient experienced grade 3 SAE of fever and colonic
hemorrhage that required hospitalization and supportive care. No tx-related deaths occurred; 1
patient died on study due to a possible thrombotic event in the setting of medication non-
compliance.Conclusions: Induction therapywithKID appears safe and effective leading to deep
responses and adequate stem cell collection despite short tx duration and 42%harboring high-
risk cytogenetics. Long-term follow-up is needed to determine durability of response. Cor-
relative studies are underway to evaluate immune phenotype and microbiome changes pre/
post-tx. Clinical trial information: NCT05199311. Research Sponsor: Amgen; Bristol Myers
Squibb.

HEMATOLOGIC MALIGNANCIES—PLASMA CELL DYSCRASIA

http://www.clinicaltrials.gov/ct2/show/NCT05199311


7554 Poster Session

Updated results from phase 2b study of selinexor in combination with carfilzomib,
daratumumab, or pomalidomide in patients with multiple myeloma (MM) relapsing
on current therapy.

Noa Biran, David H. Vesole, Harsh Parmar, Pooja Phull, Kimberley Doucette, Jaeil Ahn, Rena Feinman, Joshua Zenreich, Palka Anand, Kristin Ivanovski, Monique Pace,
Alexandra Della Pia, Bianca DeAgresta, Adolfo Aleman, Ella Rutanen, Marie Layton, Genevieve Breeze, Aimee Chappell, Susan Kumka, David Samuel DiCapua Siegel; John
Theurer Cancer Center, Hackensack University Medical Center, Hackensack, NJ; Georgetown University Hospital, Washington, DC; Georgetown University, Washington, DC;
Center for Discovery and Innovation, Hackensack Meridian Health, Nutley, NJ; Georgetown Lombardi Comprehensive Cancer Center, Washington, DC

Background: Selinexor is a potent selective inhibitor of nuclear export and exhibits synergistic
effects when combined with other myeloma therapies. Preliminary results on the combination
of selinexor with carfilzomib (CFZ), daratumumab (DARA), or pomalidomide (POM)-based
regimens in patients relapsing on therapy were reported (Biran 2023); overall response rate
(ORR) Arm 1 (33%), Arm 2 (29%), and Arm 3 (44%). Herein we present the updated results with
longer follow-up of selinexor plus CFZ, POM or DARA in MM patients relapsing on current
treatment (NCT04661137). Methods: Patients were enrolled to each arm if their disease was
refractory to the specific drug. Patients on Arm 1were treatedwith selinexor 80mg onD1, 8, 15;
CFZ20mg/m2 IVonD1, 8, 15; anddexamethasone (DEX) onD1, 8, 15, 22. Arm2patients received
selinexor 60mg on D1, 8, 15; POM 4mg on D1-21; and DEX on D1, 8, 15, 22. Arm 3 patients were
treated with selinexor 100mg on D1, 8, 15, 22; DARA 16mg/kg IV or 1,800mg SQ on D1, 8, 15, 22
for C1-2; then D1 and 15 for C3-6; then D1 for $C7; and DEX on D1, 8, 15, 22. The primary
objective was to investigate the ORR of selinexor plus CFZ, POM, or DARA-based regimens.
Results:As of Jan 10, 2025, 28 patientswere enrolled. Twenty-fourwere evaluable for response;
7withdrew consent inwhich 5were due to disease progression.Median agewas 68 years (range
52-82), 50% male, 54% White, 96% had prior autologous transplant and 21% had extra-
medullary disease. Nineteen (79%) patients had high-risk cytogenetics, including 1q21 dupli-
cation (n=11), t(4;14) (n=8) and TP53mutation (n=6). The ORRwas 38% (95%CI, 19-59%) (PR,
8 [33%]) and clinical benefit rate (CBR) was 83% (95% CI, 63-95%) (PR, 8 [33%]; MR, 1 [4%];
SD, 11 [46%]). With a median follow-up of 11.0 months, the median PFS was 5.7 months (95%
CI, 4.7-NR), andmedianOSwasNRmonths (95%CI, 15-NR).MedianDORwas 3.6months (IQR,
2.5-5.1) with amedian treatment duration of 4.0months (range 0.3-10.8mos).Most commonly
reported Grade 1-2 TEAEs were electrolyte abnormalities (50%) and fatigue (38%). Most
commonly reported grade $3 TEAEs were neutropenia (25%) and pneumonia (8%).Three
patients experienced treatment-related grade 3 SAEs and recovered. One developed chest pain
that required hospitalization. One had parainfluenza A-1 pneumonia requiring a treatment
delay. One experienced sepsis and pneumonia which led to hospitalization and interruption of
treatment. Conclusions: Selinexor as an add-on to CFZ, POM, or DARA-based regimens, in
patients actively progressing on these regimens, is well tolerated and safe. This trial demon-
strates that selinexor can restore sensitivity to regimens to which MM patients are actively
refractory. Future studies can evaluate these combinations in the setting of chimeric antigen
receptor T-cell bridging or in the post-bi-specific T-cell engager setting. Clinical trial in-
formation: NCT04661137. Research Sponsor: Karyopharm Therapeutics.
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Clinical activity of novel targeting of S100A9 with tasquinimod for relapsed and
refractory multiple myeloma (RRMM).

Dan T. Vogl, Yulia Nefedova, E. Paul Wileyto, Sara Whittington, Cynthia Diaczynsky, Chau T. Nguyen, Inna Strakovsky, Eva Bondesson, Helen Tuvesson, Erik Vahtola,
Adam D. Cohen, Sandra P. Susanibar-Adaniya, Adam J. Waxman, Shivani Kapur, Alfred Garfall, Edward A. Stadtmauer; Abramson Cancer Center, Perelman School of
Medicine, University of Pennsylvania, Philadelphia, PA; The Wistar Institute, Philadelphia, PA; Department of Biostatistics, Epidemiology, and Informatics, University of
Pennsylvania, Philadelphia, PA; University of Pennsylvania, Philadelphia, PA; Active Biotech, Lund, Sweden

Background: S100A9, a protein produced by myeloid-derived suppressor cells in the bone
marrow microenvironment, promotes multiple myeloma (MM) progression and confers ther-
apeutic resistance. Tasquinimod (tasq), an oral S100A9 inhibitor, has pre-clinical anti-
myeloma effects alone and combined with proteasome inhibitor (PI) and immunomodulator
(Imid) therapy (Cancer Res Commun2023;3(3):420) and improved progression-free survival in
prostate cancer patients (pts) (JCO 2016;34(22):2636-43). We previously reported preliminary
results of a phase 1 trial of tasq alone and in combination with ixazomib (ixa), lenalidomide
(len), and dexamethasone (dex) (IRd) in pts with RRMM (JCO 2023;41(16)suppl:8042;
NCT04405167). For single-agent tasq, the recommended phase 2 dose (RP2D) was 1 mg daily
(qd) after a 1 week (wk) run-in at 0.5 mg qd. We now report updated results of tasq in
combination with IRd. Methods: In dose escalation, pts were refractory, intolerant, or contra-
indicated to len, pomalidomide, bortezomib, carfilzomib, and an anti-CD38 monoclonal
antibody. In dose expansion, pts were refractory to the most recent Imid/PI combination or
triple-class refractory. Tasq was given in 28-day cycles at 1 mg daily with either a 2 wk run-in
(dose level 1: 0.25mg qd x1 wk then 0.5mg qd x1 wk) or a 1 wk run-in (dose level 2: 0.5mg qd x1
wk). In dose escalation, pts received full doses of ixa (4 mg days 1/8/15), len (25 mg days 1-21,
adjusted for renal dysfunction), and dex (40 mg qwk), but in dose expansion, doses of ixa, len,
and dex were reduced per investigator discretion. Results: 16 pts received tasq with IRd at dose
levels 1 (3 pts) and 2 (13 pts: 3 in escalation, 10 in expansion).Median agewas67 y (range 52-81);
75%weremale; 19%wereAfricanAmerican and81%Caucasian. Pts had receivedmedian 7prior
lines of therapy (range 3-19), and all were triple-class refractory,with 81% (13 pts) refractory to
their most recent Imid/PI combination. In dose escalation, no dose limiting toxicities were
observed, and dose level 2 was the RP2D of tasq with IRd. The most common treatment-
emergent adverse events were fatigue (10 pts: grade [gr] 3 in 1 pt), pain (9 pts: 0 gr $3),
respiratory infection (9 pts: 4 gr 3, 2 gr 5), nausea/vomiting (8 pts: 0 gr$3), dyspepsia/gastritis
(5 pts: 1 gr 3), and thrombocytopenia (5 pts: 1 gr 3, 3 gr 4). Among all 16 pts, there was 1 partial
response (PR) and 7minimal responses (MR). Among the 13 pts whowere previously refractory
to theirmost recent Imid/PI combination andwould therefore not be expected to respond to the
IRd backbone, there was 1 PR (lasting 20 months) and 5 MRs (lasting 1, 1, 2, 2, and 7 months).
Conclusions: Tasquinimod, an S100A9 inhibitor, is well tolerated in combination with IRd and
has anti-myeloma activity, as evidenced by responses in patients previously refractory to Imid/
PI combination therapy. Further study is warranted of tasquinimod in combination with
standard myeloma therapies. Clinical trial information: NCT04405167. Research Sponsor:
Leukemia and Lymphoma Society; 6609; Active Biotech, AB.
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ASCOmind: Is instant ASCO abstract analysis possible with AI agents?

Kyeryoung Lee, Hunki Paek, Nneka Ofoegbu, Mitchell K. Higashi, C. Beau Hilton, Xiaoyan Wang; IMO Health, Rosemont, IL; ISPOR-The Professional Society for Health
Economics and Outcomes Research, Lawrenceville, NJ; Division of Hematology and Oncology, Vanderbilt University, Nashville, TN

Background: The ASCO Annual Meeting receives thousands of abstracts annually on ongoing
therapies. Extracting actionable insights from this large volume of data throughmanual review
is time-consuming. To reduce manual workload and accelerate evidence synthesis, we imple-
mented an AI-Agent system to assess the feasibility of deploying AI agents for efficient, large-
scale data analysis and insight generation. Methods: GPT4o-based ASCOmind was designed
with a robust framework of six autonomous and collaborative AI agents: Pre-processor,
Categorizer, MetadataExtractor, Analyzer, Visualizer, and ProtocolMaker to systematically
generate and visualize insights from ASCO abstracts. We demonstrate and evaluate ASCOmind
by applying it to 2024 multiple myeloma (MM) studies. Using human reviewers as the gold
standard, we assessed the quality and efficiency of the system focusing on outcome data
accuracy, visualized charts, and workflow recipes documentations. Results: ASCOmind pro-
cessed abstracts in the plasma cell dyscrasia section, categorizing 60 MM abstracts into 26
clinical trials and 34 as real-world studies. Manual abstraction of 51 predefined data elements
required .60 mins/abstract, whereas ASCOmind completed the same task in ,5min/article.
The ASCOmind not only significantly reduced the processing time but also instantly analyzed
and visualized the extracted datawithin 10min. For instance, 27 includedhigh-risk populations
with cytogenetic abnormalities (n=20), extramedullary disease (n=7), or elderly patients (n=4).
Across 51 interventional studies, 33 targeted relapsed/refractory MM (RRMM) and 18 focused
on newly diagnosed MM (NDMM). ASCOmind generated a treatment distribution table for
RRMM and NDMM (Table 1), with one misclassification corrected by humans-Mezigdomide
reclassified from ADC to the correct category. Additionally, granular efficacy/safety outcome
values and summarized study findings were also successfully extracted and visualized.
Conclusions:Our preliminary analysis of ASCOmind demonstrated high accuracy and efficiency
in automating abstract analysis, enabling rapid analysis of trends andoutcomes. This feasibility
study highlights the scalability of AI systems across all cancer types, supporting decision-
making. Research Sponsor: None.

Treatment distribution in RRMM and NDMM studies.

Total (N=51) Therapy Category Examples
No. of
Studies %

RRMM
(N=33)

BCMA-CAR-T Therapies Cilta-cel, Ide-cel, ARI0002h 8 24.3%
BCMA-Bispecific Ab Therapies Teclistamab, Talquetamab, Elranatamab,

Linvoseltamab, ABBV-383
16 48.5%

ADC Belantamab mafodotin,
Elotuzumab,

5 15.2%

Cereblon E3 Ligase Modulator Mezigdomide, Iberdomide, 2 6.0%
Others OriCAR017, Venetoclax 2 6.0%

NDMM
(N=18)

Triplet/Quadruplet SOC VRd, Isa-VRd 8 44.5%
Transplantation ASCT, Tandem Transplantation 6 33.3%

ADC Belantamab mafodotin, 2 11.1%
BCMA-Directed Therapies Cilta-cel + Lenalidomide, Teclistamab 2 11.1%
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Gene-expression-profiling plus integrated multidisciplinary approach to detect
new-generation risk-adapted prognostic index in smoldering myeloma andmultiple
myeloma (GIMPI).

Claudio Cerchione, Nour Alassi, Delia Cangini, Chiara Servili, Davide Nappi, Emanuela Scarpi, Sonia Ronconi, Michela Ceccolini, Matteo Paganelli, Luigi Coppola,
Giacomo Feliciani, Alice Rossi, Fabiana Mammoli, Nicola Normanno, Gerardo Musuraca, Giorgia Simonetti, Giovanni Martinelli, Matteo Marchesini; Hematology Unit,
Istituto Romagnolo per lo Studio dei Tumori "Dino Amadori" - IRST IRCCS, Meldola, Italy; Istituto Romagnolo per lo Studio dei Tumori "Dino Amadori" - IRST IRCCS, Meldola
(FC), Italy; Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori IRST (IRCCS), Meldola (FC), Italy; IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST)
"Dino Amadori", Meldola, Italy; Hematology Unit - Istituto Romagnolo per lo Studio dei Tumori "Dino Amadori" - IRST IRCCS, Meldola, Italy; Scientific Directorate, IRST-
IRCCS "Dino Amadori", Meldola, Italy; Hematology Unit, IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST), Meldola, Italy; IRCSS Istituto Romagnolo per lo Studio dei
Tumori Dino Amadori – IRST, Meldola, Italy

Background: In our Institution, a prospective study to test the combination of gene-
expression-profiling (SKY92 gene signature) and new generation imaging (PET/CT + Whole
body MRI) was applied to all consecutive patients affected by smoldering (SMM), newly
diagnosed (NDMM) and relapsed/refractory (RRMM)MMand evaluated its potential to predict
or correlate with establishedHRmarkers of this disease and potentially defining new basis for a
personalized treatment. Methods: Patients’ bone marrow aspirate, plasma, imaging and
clinical data were collected in our Institute under approved protocol and according to the
Declaration ofHelsinki guidelines.Results: In this study a cohort of 139 patients referring to our
Institute was enrolled (SMM n=47, NDMM n=54 and RRMM n=38): here we present only the
molecular part of the study, combination with imaging analysis is currently ongoing. Pro-
portion of patients with SKY92 HR increased from SMM (8.4%) to NDMM (36.7%) and RRMM
(53.3%, p=0.0162). Virtual FISH in NDMM patients showed 100% accuracy (95% CI) (100.0-
100.0) for both t(4;14) and gain(1q) and of 90.0 (71.4-100.0) for del(17p), and this could be really
useful for the daily clinical practice. The concentration of sBCMAwasmeasured in our patients’
cohort and in healthy subjects (n=12, control) with a statistically significant increase of sBCMA
in the blood of NDMM and RRMM with respect to SMM (p=0.0009, p=0.0222) and control
(p,0.0001, p=0.0010). Consistently with the literature, no statistically significant differences
were observed among NDMM and RRMM. Thus, we hypothesize that SKY92 HR could capture
patients with high levels of sBCMA. We compared the concentration of this disease biomarker
amongSR andHR including SMM,NDMMandRRMMpatients andwe observed increased levels
of sBCMA in HR patients with respect to SR (p=0.0049). A risk-based intragroup comparison
showed a similar trend in SMM and RRMM and, importantly, this result was confirmed in
NDMM patients (p=0.0445). However, in this category of MM patients ISS could partially
recapitulate differences in sBCMA among risk classes with the only statistically significant
difference between Class I and III (p=0.0381). Therefore, we combined ISS with SKY92 and we
observed that n=11 patients considered as LR by ISS (Class I), were relocated to the IR from this
analysis with an overall improvement in the distribution of sBCMA levels according to risk
categories (SR vs HR p=0.0011, IR vs HR p=0.0036). Conclusion: The results of this first pilot
Italian study, that in thenext futurewill be framed in anational network contest, strengthen the
prognostic relevance of SKY92 based on its potential to (i) predict HR cytogenetic markers of
disease; (ii) captureMMpatients with high levels of sBCMA supporting the introduction of this
GEP-based tool in the clinical diagnostic practice. Research Sponsor: None.
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The impact of glucagon-like peptide-1 agonists on MGUS progression in patients
with type 2 diabetes.

Tajana Juranovic, Julton Tomanguillo Chumbe, Rafi Aibani, Amir Kamran; Charleston Area Medical Center, Charleston, WV; Charleston Area Medical Center (CAMC) Cancer
Center, Charleston, WV

Background: Monoclonal gammopathy of undetermined significance (MGUS) is a premalig-
nant condition with limited interventions to reduce progression to multiple myeloma (MM).
Glucagon-like peptide-1 (GLP-1) agonists, widely used for glycemic control and weight loss in
type 2 diabetes mellitus (T2DM), have demonstrated cardiovascular, renal, and anti-cancer
benefits, including reduced risks of obesity-associated cancers. This study assesses the asso-
ciation betweenGLP-1 agonists andMGUSprogression in T2DMpatients.Methods:Wequeried
TriNetX– aResearchNetwork -of 141 healthcare organizations from30 countries between 2011
and 2024.MGUS patients with T2DM were divided into two cohorts: those on GLP-1 agonists
and those not on GLP-1. Two sub-analyses were conducted: one inMGUS T2DMpatients with a
normal body mass index (BMI), and another in patients with BMI $25. Patients aged 18–80
years with monoclonal protein ,3 g/dL, and GLP-1 use or other diabetic medications $2 years
prior toMGUSdiagnosiswere included. Patientswithprior diagnosis ofMM,progression toMM
within 1 year, kappa/lambda light chain .100 mg/dL, osteolytic lesions, creatinine .2 mg/dL,
hemoglobin,10 g/dL, calcium.10.2mg/dL, or prior treatmentwith bortezomib, lenalidomide,
or daratumumab, were excluded. A 1:1 propensity score matching was performed to match the
covariates (age, sex, race [white or African American], M protein, kappa/lambda ratio, and
BMI). MM rates were compared at 2, 3, 5, 7, and 10 years. Results: The study included 5,901
MGUS patients with T2DM in the main analysis (22.45% on GLP-1 [n=1,325]; 77.55% not on
GLP-1 [n=4,576]). The sub-analysis involved 818 normal-BMI patients (22.37% on GLP-1
[n=183]; 77.63% not on GLP-1 [n=635]). Matched cohorts (main analysis: n=1,319 each, sub-
analysis n=181each) revealed significantly lower MM rates in GLP-1 users at 2- (1.21% vs 2.50,
p=0.014), 3- (1.36% vs 2.50%, p=0.33), 5- (1.36% vs 2.57%, p=0.025), 7- (1.36% vs 2.57%,
p=0.025) and 10-years ( 1.51% vs 2.65%, p=0.041). Similar findings were observed in the sub-
analysis among patients withMGUS and T2DMwith BMI$ 25 at 2- (1.08% vs 3.05%, p=0.001),
3- (1.18% vs 3.15%, p=0.002), 5- (1.08% vs 3.05%, p=0.001), 7- (1.18% vs 2.85%, p= 0.07, and
10-years (1.37% vs 3.05%, p=0.01). However, in the sub-analysis, normal-BMI GLP-1 users
showednodifference inMMrates compared tonon-users at 10-years (5.52%vs5.52%,p=1.00).
Conclusions: The use of GLP-1 agonists was significantly associated with reduced rates of MM
among patients with T2DM and MGUS over a 10-year period, particularly in those with a body
mass index$ 25. The lack of significant effects in normal-BMI patients suggests weight loss or
relatedmetabolic changesmaymediate these protective effects. These results underscore GLP-
1 agonists as a promising therapeutic strategy formanagingMGUS inT2DMpatients, especially
those with elevated BMI. Research Sponsor: None.
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Role of the combination of 3 T whole-body MRI and 18F-FDG PET/CT in the
management of multiple myeloma and smoldering myeloma: The new era of
imaging.

Claudio Cerchione, Davide Bezzi, Delia Cangini, Davide Nappi, Michela Ceccolini, Sonia Ronconi, Nicola Normanno, Gerardo Musuraca, Matteo Marchesini,
Giovanni Martinelli, Alice Rossi; Hematology Unit, Istituto Romagnolo per lo Studio dei Tumori "Dino Amadori" - IRST IRCCS, Meldola, Italy; Istituto Romagnolo per lo Studio
dei Tumori "Dino Amadori" - IRST IRCCS, Meldola (FC), Italy; Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori IRST (IRCCS), Meldola (FC), Italy; Hematology
Unit - Istituto Romagnolo per lo Studio dei Tumori "Dino Amadori" - IRST IRCCS, Meldola, Italy; Scientific Directorate, IRST-IRCCS "Dino Amadori", Meldola, Italy;
Hematology Unit, IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST), Meldola, Italy; IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST) "Dino Amadori",
Meldola, Italy

Background: FDG-PET/TC and MRI are both imaging diagnostic tools adopted in diagnosis
and/or response assessment in multiple myeloma (MM) which can be useful in smoldering,
newly diagnosed aswell in relapsedmyeloma.Methods: From January 2021 to January 2025, we
enrolled into a prospective trial 139 consecutive patients (54 Male; mean age, 67 years 6 10
[SD]) divided into 3 groups; 34 had a newly diagnosedMM according to the IMWG (group 1); 20
were in follow-up after autologous stem cell transplantation with clinical or laboratory data
suspicious for relapse or progression (group 2) and 38were affected by relapsed/refractoryMM
during treatment (group 3). In additionwe enrolled 47patients newly diagnosedhigh risk SMM,
according to IMWG(19Male,meanage 59 years+-10 [SD]).Results:Onaper-patient basis, 126/
139 (90%)had concordant PET/CT andWB-MRI scans,while 13/139 (10%)haddiscordant scans
in terms of positivity/negativity. Among concordant studies, 47/139 (34%) were negative with
both imaging methods while 93/139 (67%) were positive at both (including FLs and/or BMI).
Among discordant studies, 8/9 had a positive WB-MRI scan and a negative PET-CT scan (6
cases with BMI or micronodular involvement alone), whereas 1/9 had a positive PET-CT and a
negative WB-MRI. PET/CT detected FLs pattern in 83/139 patients, WB-MRI alone identified
FLs pattern in 6 patients. PET-CT led to a change of treatment approach in 72/139 patients
(52%),WB-MRI in 84/139 patients (60%), the combination of the twomethods led to a change
of management in 86/139 (62%), highlighted in the case of suspected post-transplant relapse.
Furthermore, WB-MRI led to a change of management for incidental findings in additional 9
patients (8 suspected malignancies and 1 spinal cord compression). Interim analysis in HR-
SMM showed discordance between the results of the two imaging modalities in 32/139 (23%).
WB-MRI detected BMI pattern without any overt focal lesion in 11 patients (only 1 correlated
withPET/CT) andFLspattern in 7 patients (4 confirmed also inPET/CT),while PET/CTdetected
an additional FLs pattern in 1 patient, without bone lytic lesion evidence at the CT images. Both
methods led to 6 changes of management, whereas MRI alone led to a change of treatment
approach in 14 patients (10%), 13 diagnoses and 1 accessory finding of suspected cholangio-
carcinoma. Conclusions: Our preliminary data underlines the fundamental role of functional
imaging in the evaluation of FLs and BMI in MM with a superior detection rate of WB-MRI
related to the ability to identify diffuse and micronodular pattern. A potential complementary
role of the two methods in clinical management could be suggested in suspicion of relapsed or
progressing MM. Furthermore our prospective trial supports the utmost role of WB-MRI
(performed according to MY-RADS) in the assessment of high risk Smoldering Myeloma.
Research Sponsor: None.
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Real-world analysis of thromboembolism in SAVED/IMPEDE risk-stratified newly
diagnosed multiple myeloma (NDMM).

Kian University Medical Rahbari, Gliceida Galarza Fortuna, John McCarron, Bhagirathbhai R. Dholaria, Salyka Sengsayadeth, Eden Biltibo, Adetola Kassim, Bipin N. Savani,
Bradley Yelvington, Sarah Profitt, Elena Nazarenko, Yizhe Xu, DouglasW. Sborov, Muhamed Baljevic; Vanderbilt University Medical Center, Nashville, TN; Huntsman Cancer
Institute at the University of Utah, Salt Lake City, UT; University of Utah, Salt Lake City, UT; Vanderbilt University, Nashville, TN; The University of Utah Huntsman Cancer
Institute, Salt Lake City, UT

Background: The rate of thromboembolic (TE) events in NDMM patients (pts) treated with
IMiD-containing regimens ranges from11-19%,with venous events (VTE) beingmore common
than arterial events (ATE). The SAVED and IMPEDE scores have been developed to risk-stratify
thrombotic risk in NDMM. However, data on risk of VTE based on SAVED and IMPEDE VTE
scores is largely unavailable for adequate contextual understanding of the problem. Methods:
We queried the electronic medical record at Vanderbilt University Medical Center for pts with
NDMMtreated between January 2017 andMay2022,with a followup for$2 years or until death.
Information on incidence of TE, SAVED and IMPEDE scores at diagnosis, and the type of
thromboprophylaxis (ppx) [any dose anticoagulation (AC) vs any dose aspirin (ASA) vs no ppx]
present at induction therapy was analyzed. Pts were categorized as having elevated VTE risk if
they had either SAVED $ 2 or IMPEDE $ 4 (patients with ATE were excluded). VTE rates were
compared by x2 tests, and time to event was compared by Wilcoxon rank-sum test. Results:
Among 178 pts with NDMM, the median (range) age was 65 (39-88) years. Upfront transplant
was done in 76 (42.7%) of pts and IMiD containing therapy was used in 113 (63.5%) pts. The
median (range) SAVED score was 1 (-2 to 7), and the median IMPEDE score was 2 (-3 to 12).
Overall, 39 pts (21.9%) were diagnosed with TE [35 (19.7%) VTE, 4 (2.2%) with ATE]. Median
(range) time to VTE was 7.7 months (mo) (0-42.3). Overall, 132 (74.1%) pts were on ASA, 26
(14.6%) were on AC, and 20 (11.2%) on no ppx. Among VTE pts, 25 (71.4%) were on ASA, 5
(14.3%) were on AC, and 5 (14.3%) on no ppx. Among VTE pts vs those without an event, a total
of 20 (57.1%) vs 67 (48.2%) (p = 0.3) pts were categorized as having elevated risk, respectively.
Among all pts with elevated VTE risk (n=84) vs not (n=90): VTE incidence was 23.8% (n=20) vs
16.7% (n=15) (p=0.24), and median (range) time to VTE was 5.5 (0-24.1) mos vs 9.1 (0-42.3)
mos (p=0.12). Among those with elevated VTE risk, 18 (21.4%) received AC, 53 (63.1%) received
ASA, and 13 (15.5%) were on no ppx. Among pts with elevated risk on AC versus ASA, VTE
incidence was 11% (n=2) vs 26.9% (n=14) (p=0.3). Lastly, VTE rate was 19.1% (deep vein
thrombosis (DVT) 12.2%, pulmonary embolism (PE) 6.9%), 19.2% (15.4% DVT, 3.8% PE),
and 30% (10% DVT, 20% PE) among all pts on ASA, AC, and no ppx, respectively. Conclusions:
Despite most patients harboring low predicted VTE risk at diagnosis by SAVED/IMPEDE, VTE
rate was unacceptably high, and primarily occurred beyond 6 mos in our real-world NDMM
cohort. Furthermore, VTE risk was not adequately mitigated in this ASA-ppx-enriched cohort.
Though limited by small sample size, VTE events were numerically higher and had faster onset
among patients with elevated SAVED/IMPEDE risk compared to those with low risk, while AC
ppx in elevated-risk pts showed a trend towards reduced VTE incidence compared to ASA.
Research Sponsor: None.
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Teclistamab in relapsed/refractory systemic AL amyloidosis.

Vasil Mico, Xia Wu, Denis Toskic, Parva Kiran Bhatt, Andreas Kirschmer Klein, Nancy Lyons, Theresa Fogaren, Ray Comenzo; Tufts Medical Center, Boston, MA; Tufts
Medical Ctr (Cancer Ctr), Boston, MA; Tufts Medical Center/Tufts University, Boston, MA; John C. Davis Myeloma and Amyloid Program, Tufts Medical Center, Boston, MA

Background: Systemic light chain amyloidosis (AL) is clonal plasma cell disorder characterized
by the deposition of fibrils derived from immunoglobulin light chains. Treatment paradigms
have been based on therapies for multiple myeloma. Teclistamab is a bispecific antibody
approved for use in relapsed refractory multiple myeloma. We report on its impact in patients
with AL. Methods: We analyzed data on hematologic and organ responses and treatment-
related side effects in patients receiving Teclistamab for relapsed refractory AL. Mayo systems
were used to characterize the disease stages. Adverse events were graded with the NCI CTCAE
v5.0; CRS was graded according to ASTCT criteria. Results: Eight patients were identified
(Table 1). All had relapsed refractory disease. Six had AL-l and 2 AL-k type. Five had cardiac
involvement, 3 with stage III and 2 with stage II. Median prior lines of therapy was 4 (3-10). All
were previously treatedwithDaratumumab and 5/8 had previously undergone autologous stem
cell transplant. Median bone marrow plasmacytosis was 8.5% and median involved free light
chain (iFLC) was 64.3mg/L (23.1 - 331). CD138-selectedmarrow findings included t(11;14), gain
1q and del 17p, each in 2 patients. Patients received escalating doses of Teclistamab. Two
patients had grade 3 toxicities; one, a woman in her 80’s, experienced a hepatic aminotrans-
ferase spike greater than 1000 the day after receiving the first 0.6mg/kg dose and subsequently
after only that dose achieved an unmaintained CR that has continued for over 7 months; the
other, a woman in her 70’s, had grade 3 thrombocytopenia that has slowly resolved after
Teclistamabwas stopped. Twopatients experienced grade 1 CRS. Thehematologic response rate
was 100% with 7 CR and 1 VGPR. The cardiac response rate was 29% (2/7; 1 CR, 1 PR) and the
renal response rate was 20% (1/5). No patients have relapsed or died. Conclusions: In patients
with relapsed refractory AL Teclistamab showed impressive hematologic activity andmanage-
able side effects. A strong case exists for investigating Teclistamab prospectively in this
population. Research Sponsor: None.
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QUINTESSENTIAL: Amulticenter phase 2 study evaluating the efficacy and safety of
arlocabtagene autoleucel (arlo-cel) in triple- and quad-class exposed patients with
relapsed or refractory multiple myeloma (RRMM).

Krina K. Patel, Sarah Marie Larson, Omar Nadeem, Nikhil C. Munshi, Shinsuke Iida, Sham Mailankody, Paola Neri, Tara Gregory, Julia Catherine Piasecki, Safiyyah Ziyad,
Hongxiang Hu, Svenja Groeneveld, Sarah Johnston, Tim Pulham, Sandy Wong, Jaclyn Davis, Susan Bal, Anupama Kumar, Ciara L. Freeman; Department of Lymphoma and
Myeloma, The University of Texas MD Anderson Cancer Center, Houston, TX; UCLA Medical Center, Santa Monica, CA; Dana-Farber Cancer Institute, Boston, MA; Nagoya
City University Graduate School of Medical Sciences, Nagoya-Shi, Japan; Memorial Sloan Kettering Cancer Center, New York, NY; University of Calgary, Calgary, AB,
Canada; HCA HealthONE, Denver, CO; Bristol Myers Squibb, Princeton, NJ; University of Alabama at Birmingham, Birmingham, AL; University of California San Francisco,
San Francisco, CA; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL

Background: There are limited treatment options for patients (pts) with RRMMwho are triple-
class exposed (TCEx: immunomodulatory drugs [IMiD], anti-CD38 antibodies [aCD38], and
proteasome inhibitors [PI]) and quad-class exposed (QCEx: IMiD, aCD38, PI, and B-cell
maturation antigen [BCMA]-targeted therapy). To address this unmet need, new treatment
options are needed for late-line populations, which will continue to grow with more QCEx pts
due to the approval of BCMA-targeted therapies in earlier lines. G protein-coupled receptor
class C group 5 member D (GPRC5D) is an orphan receptor expressed on plasma cells, with
limited expression elsewhere, making it a promising therapeutic target for MM. Data from a
phase 1 first-in-human study (NCT04674813) suggested that arlo-cel, a GPRC5D-directed
autologous chimeric antigen receptor (CAR) T-cell therapy, is safe and efficacious in pts with
TCEx RRMM, including pts who received prior BCMA-targeted therapy. At the recommended
phase 2 dose (RP2D) of 150 3 106 CAR T cells, overall response rate (ORR) was 91% (21/23),
median progression-free survival (PFS) was 18.3 months, andmedian overall survival (OS) was
not reached in those with $3 prior lines of therapy (LOT) (Bal S et al. ASH 2024. Abstract 922).
Here, we present the study design of QUINTESSENTIAL, an open-label, multicenter, phase 2
study (NCT06297226) evaluating arlo-cel in pts with TCEx and QCEx RRMM. Methods: For
analyses, enrollment is planned at ~138 pts with ~125 pts receiving therapy. Key inclusion
criteria include age $18 years, confirmed diagnosis of MM as per IMWG criteria, $3 classes of
MM treatment (including IMiD, PI, and anti-CD38), and $3 prior LOT. Pts must also have
documented disease progression (PD) during or after the most recent regimen as per IMWG,
measurable disease, and an ECOG performance status of 0 or 1. Pts who previously received a
GPRC5D-targeted therapy are excluded. After screening, pts will undergo leukapheresis fol-
lowed by bridging therapy. Pts will then receive lymphodepleting chemotherapy followed by a
single infusion of arlo-cel at the RP2D of 150 3 106 CAR T cells (range: 120–180 3 106). The
primary endpoint is ORR by IMWG response criteria per an independent review committee in
pts who are QCEx and received $4 prior LOT. Key secondary endpoints are ORR and complete
response rate in all pts. Other secondary and exploratory endpoints include time to response,
duration of response, PFS, OS, minimal residual disease-negative status, and safety. Pts will be
followed for#5 years after the last pt receives arlo-cel, with a subsequent long-term follow-up
study continuing for#15 years. This studywill recruit at 47 centers across the USA, Canada, and
Japan. The first pt first visit was achieved on March 21, 2024. Clinical trial information:
NCT06297226. Research Sponsor: Juno Therapeutics, Inc., a Bristol-Myers Squibb Company.

HEMATOLOGIC MALIGNANCIES—PLASMA CELL DYSCRASIA

http://www.clinicaltrials.gov/ct2/show/NCT06297226


TPS7564 Poster Session

QUINTESSENTIAL-2: A phase 3 study comparing efficacy and safety of arlo-
cabtagene autoleucel (arlo-cel) versus standard regimens in adult patients with
relapsed or refractory multiple myeloma (RRMM) refractory to lenalidomide.

Rakesh Popat, Sarah Marie Larson, Asya Varshavsky Yanovsky, Susan Bal, Marc-Steffen Raab, Kimberly Grazioli, Debashree Basudhar, Hongxiang Hu, Ya Meng,
Lamis Eldjerou, Simon J. Harrison, Paula Rodrı́guez-Otero; University College London Hospitals NHS Foundation Trust, London, United Kingdom; UCLA Medical Center,
Santa Monica, CA; Fox Chase Cancer Center Temple Health, Philadelphia, PA; University of Alabama at Birmingham, Birmingham, AL; Heidelberg University Hospital,
Heidelberg, Germany; Bristol Myers Squibb, Princeton, NJ; Peter MacCallum Cancer Centre and Royal Melbourne Hospital, Melbourne, Australia; Clinica Universidad de
Navarra, Madrid, Spain

Background: Despite advances in MM treatment, nearly all patients (pts) will relapse, high-
lighting the need for new drug classes to improve outcomes in RRMM. Further, MM refractory
to lenalidomide, an immunomodulatory drug (IMiD) used in frontline and maintenance
therapies, poses an additional challenge as the disease is less likely to respond to subsequent
treatment. G protein-coupled receptor class C group 5 member D (GPRC5D) is a promising
therapeutic target for MM as the receptor is highly expressed onmalignant plasma cells; it has
little to no expression on non-plasma immune cells and limited expression elsewhere. Arlo-cel
is a GPRC5D-directed autologous CAR T-cell therapy that has demonstrated safety and efficacy
in patients with RRMM in a first-in-human ph1 study. Following a single infusion of arlo-cel at
the recommended ph2 dose (RP2D) of 150 3 106 CAR T cells, overall response rate (ORR) was
96% (23/24) and 91% (21/23) in those with 1-3 and $3 prior lines of therapy (pLOT), re-
spectively (Bal S, et al. ASH 2024. Abstracts 2069 and 922). Here we present the design of the
QUINTESSENTIAL-2 study. Methods: QUINTESSENTIAL-2 (NCT06615479) is a randomized,
open-label, multicenter, ph3 confirmatory study comparing the efficacy and safety of arlo-cel
versus standard of care (SOC) in adultswith RRMM. Pts aged$18 ymust have received 1-3 pLOT
(may include a proteasome inhibitor, IMiD, and anti-CD38 monoclonal antibody) and be
refractory to lenalidomide (progression on orwithin 60days of completing therapy). Additional
inclusion criteria include confirmed MM diagnosis per International Myeloma Working Group
criteria, measurable disease during screening, and Eastern Cooperative Oncology Group per-
formance status 0 or 1. Eligible pts will be randomized 1:1 to one of 2 treatment arms. Arm A:
single infusionof arlo-cel (RP2Dof 1503 106CARTcells), including leukapheresiswithin 3 days
of randomization, bridging therapy of DPd (daratumumab, pomalidomide, dexamethasone) or
Kd (carfilzomib, dexamethasone) per Investigator within 3 days of leukapheresis, and lym-
phodepleting chemotherapy prior to arlo-cel infusion. Arm B: SOC of DPd or Kd per Investi-
gator, dosed per labeling. Primary endpoints are progression-free survival and minimal
residual disease (MRD) negativity in complete response. Secondary endpoints include overall
survival, ORR, MRD negative status, complete response rate, time to response, duration of
response, pharmacokinetics, patient-reported quality of life outcomes, and safety. Pts will be
followed for#5 years after the last patient is randomized, with a subsequent long-term follow-
up study (#15 years post infusion) for pts receiving arlo-cel. The trial is expected to enroll 440
pts across 111 sites globally, with first patient enrollment planned for Feb 2025. Clinical trial
information:NCT06615479. Research Sponsor: JunoTherapeutics, Inc., a Bristol-Myers Squibb
Company.
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Prophylactic interventions for oral toxicities with the GPRC5D3CD3 bispecific
antibody talquetamab in relapsed/refractory multiple myeloma: An update on the
open-label, phase 2, randomized TALISMAN study.

Rakesh Popat, Alexa Laheij, Niels W.C.J. van de Donk, Richard L. Doty, Jim Omel, Brea Lipe, Leo Rasche, Ajai Chari, Kelly Kato, Shaozhou Ken Tian, Deeksha Vishwamitra,
Jacqueline Speier, Jennifer Schultz, Kasey Bolyard, Kathleen Gray, Gloria Aguilar, Mariana Fernandez, Keqin Qi, Larysa Jessica Sanchez; University College London
Hospitals NHS Foundation Trust, London, United Kingdom; Department of Oral Medicine, Academic Centre For Dentistry Amsterdam, University of Amsterdam and VU
Amsterdam, Amsterdam, Netherlands; Amsterdam University Medical Center, Vrije Universiteit Amsterdam, Department of Hematology, Amsterdam, Netherlands;
University of Pennsylvania Smell and Taste Center, Philadelphia, PA; The Central Nebraska Myeloma Support Group, Grand Island, NE; University of Rochester Medical
Center, Rochester, NY; University Hospital of Würzburg, Würzburg, Germany; University of California San Francisco, San Francisco, CA; Johnson & Johnson, Raritan, NJ;
Johnson & Johnson, Spring House, PA; Johnson & Johnson, Titusville, NJ; Johnson & Johnson, Horsham, PA; Johnson & Johnson, Leiden, Netherlands; Johnson &
Johnson, Buenos Aires, Brazil; Tisch Cancer Institute, Icahn School of Medicine at Mount Sinai, New York, NY

Background: Talquetamab (Tal) is the first GPRC5D3CD3 bispecific antibody approved for the
treatment of relapsed/refractory multiple myeloma (RRMM). Early onset oral toxicities, in-
cluding dysgeusia, have been reported with Tal and can impact patient (pt) quality of life.
Current CTCAE grading limits detailed assessment of dysgeusia. We provide an update on the
TALISMAN study (NCT06500884), which investigates prophylactic interventions for GPRC5D-
related oral toxicities using objective and subjective assessment tools that may establish a
standard to measure taste changes and mitigation strategies in future studies with MM pts.
Methods: This phase 2, multicenter, open-label, randomized study is enrolling pts aged $18
years with RRMM and prior exposure to a proteasome inhibitor, immunomodulatory drug, and
anti-CD38 antibody; prior anti-GPRC5D therapy is not permitted. Pts must have an ECOG PS of
0/1 (ECOG PS of 2/3 permitted once physical limitations are stable) and cannot have a “severe”
score for dysgeusia per theWaterless Empirical Taste Test (WETT) scale. Pts are randomized to
1 of 4 cohorts: 1 control cohort (Tal only) and 3 experimental cohorts (Tal plus an experimental
prophylaxis). The experimental prophylaxes are dexamethasone mouthwash (0.5 mg/5 mL
twice daily [BID]), oral pregabalin (50 mg BID), or clonazepam orally dissolving tablets
(0.25 mg BID). Pts take their prophylaxis 7 days before the first step-up dose (cycle 1 day 1)
of Tal (3 step-up doses followed by 0.8 mg/kg every other week). A dose reduction to every
4 weeks is permitted if a $VGPR or $PR is achieved at cycle 5 or 7, respectively. Study
assessments and procedures include taste assessment using WETT strips; smell assessment
using the University of Pennsylvania Smell Identification Test and threshold testing; pt-
reported outcomes (PROs, including PRO-CTCAE); optional tongue and/or salivary gland bi-
opsies (at selected sites); microbiome analysis via tongue swab (control cohort only); and
salivary flow and salivary-specific protein content assessments. The 4 co-primary endpoints
are the rate of occurrence of dysgeusia, rate of occurrence of severe dysgeusia, time to first
onset of severe dysgeusia, and rate of resolution/improvement of dysgeusia at 3 and 6months,
as defined by theWETT score. Key secondary endpoints include changes frombaseline inWETT
score, bodyweight, and smell identification and smell detection threshold test scores over time;
characterization of the safety and efficacy of Tal; change from baseline in PRO (including
impacts of oral toxicities) assessments; and frequency of dose modifications. Enrollment
opened in August 2024 for these 4 cohorts and target enrollment is 70–130 pts across 6
countries, with the potential to open additional cohorts. Clinical trial information:
NCT06500884. Research Sponsor: None.
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MagnetisMM-30: A phase 1b, open-label study of elranatamab in combination with
iberdomide in patients with relapsed or refractory multiple myeloma (RRMM).

Alexander M. Lesokhin, Jonathan L. Kaufman, Ashraf Badros, Jorge Acosta, Patrick Muller, Carolyn Lou, Ashleigh O’Connell, Gabriel Afram, Attaya Suvannasankha;
Memorial Sloan Kettering Cancer Center, New York, NY; Winship Cancer Institute, Emory University, Atlanta, GA; Greenbaum Cancer Center, University of Maryland,
Baltimore, MD; Celgene International Sàrl, a Bristol Myers Squibb Company, Boudry, Switzerland; Pfizer Inc, New York, NY; Melvin and Bren Simon Comprehensive Cancer
Center, Indiana University, Indianapolis, IN

Background: Elranatamab (ELRA), a BCMA–CD3 bispecific antibody, induced deep and durable
responses with a manageable safety profile as a single agent in patients (pts) with RRMM
enrolled in the phase 2 registrational MagnetisMM-3 study (Lesokhin et al, Nat Med 2023).
Iberdomide (IBER) is a novel CELMoD agent that enhances antimyeloma tumoricidal and
immunomodulatory activity in pts with RRMM (Lonial et al, Lancet Haematol 2022). While
IBER in combination with ELRA has not been evaluated clinically, it may provide additional
benefit to pts with RRMM based on the mechanisms of action of this novel combination.
Methods: MagnetisMM-30 (NCT06215118) is a phase 1b, open-label, prospective study eval-
uating the safety, efficacy, and pharmacokinetics of ELRA in combination with IBER in pts with
RRMM. The study has 2 parts: Part 1 guided by BOIN for dose-escalation and Part 2, randomized
for dose optimization. In Part 1, after 2 step-up priming doses of subcutaneous (SC) ELRA
followed by 1 full dose, ptswill receive SC ELRA at dose level (DL) 1 or DL2 in 28-day cycles. IBER
will be given daily for 21 days of each cycle. In DL1, pts will receive ELRA weekly followed by
every 2 weeks (Q2W) and finally Q4W. In DL2, pts will receive ELRA Q2W followed by Q4W,
with a higher IBER dose. If DL1 or DL2 is not tolerated, IBER dosing will be lowered (DL-1 and
DL-2). Once 2 combination dose levels are selected from Part 1 as the recommended doses for
expansion for ELRA and IBER, pts in Part 2 will be randomized 1:1 (stratified by the number of
prior lines of therapy [LOTs; 1 vs.1]) to dose levels Aor B. Key inclusion criteria are pts aged$18
years with a MM diagnosis per IMWG criteria, Eastern Cooperative Oncology Group perfor-
mance status of 0-1, adequate organ and bone marrow function, and disease relapsed or
refractory to the last antimyeloma regimen per IMWG response criteria. Pts who received 2-
4 or 1-3 prior LOTs, including$1 immunomodulatory drug (IMiD) and$1 proteasome inhibitor
(PI), are eligible for Parts 1 and 2, respectively. All ptsmust have received$2 consecutive cycles
of an IMiD-containing regimen and$2 consecutive cycles of a PI or PI-containing regimen. Key
exclusion criteria are pts with stem cell transplant #12 weeks prior to enrollment; active,
uncontrolled infection; prior treatmentwithBCMA-directed or CD3 redirecting therapy or prior
CELMoD agents (ie, IBER or mezigdomide). Primary endpoints are dose-limiting toxicities
during the first cycle of treatment (Part 1) and AEs and lab abnormalities (Part 2). Secondary
endpoints include AEs and lab abnormalities (Part 1 only), ORR, CRR, time-to-event outcomes,
pharmacokinetics, minimal residual disease negativity rate, and immunogenicity. This study is
ongoing; Part 1 and Part 2 will enroll up to approximately 36 and 60 pts, respectively. Clinical
trial information: NCT06215118. Research Sponsor: Pfizer.
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Design of the phase 3 DREAMM-10 study: Belantamabmafodotin plus lenalidomide
and dexamethasone (BRd) vs daratumumab plus lenalidomide and dexamethasone
(DRd) in transplant-ineligible, newly diagnosed multiple myeloma (TI-NDMM).

Sagar Lonial, Ho-Young Yhim, Vanesa Caruso, Jae-Cheol Jo, Sung-Hoon Jung, Youngil Koh, Peter Barth, Samineh Deheshi, Eleftheria Kalaitzaki, Brandon Kremer,
Julia Boyle, Nicola Jackson, Wei Sun, Fernando Carreno, Pralay Mukhopadhyay, Joanna Opalinska, Meletios Athanasios Dimopoulos; Winship Cancer Institute, Emory
University Hospital, Atlanta, GA; Jeonbuk National University Medical School, Jeonju, South Korea; Centro Medico Fleischer, Ciudad Autónoma De Buenos Aires, Argentina;
Ulsan University Hospital, Ulsan, South Korea; Chonnam National University Hwasun Hospital, Chonnam National University Medical School, Hwasun, Korea, Republic of;
Seoul National University College of Medicine, Seoul National University Hospital, Seoul, South Korea; GSK, Waltham, MA; GSK, Mississauga, ON, Canada; GSK, Stevenage,
United Kingdom; GSK, Collegeville, PA; GSK, London, United Kingdom; Department of Clinical Therapeutics, School of Medicine, National and Kapodistrian University of
Athens, Athens, Greece

Background: Treatment options have advanced for patients (pts) with TI-NDMM, but out-
comes remain worse compared to pts with transplant-eligible NDMM, indicating a need for
novel therapies to improve the prognosis of TI-NDMM. Belantamabmafodotin is an antibody-
drug conjugate targeting B-cell maturation antigen. Phase 3 studies have shown significant
survival benefits with belantamab mafodotin in combination regimens vs standard of care
combinations for relapsed/refractory MM [1–3], and preliminary data have shown promising
clinical activity with belantamab mafodotin combination regimens, including BRd, for TI-
NDMM [4,5]. The design of the DREAMM-10 study, investigating BRd vs DRd in pts with TI-
NDMM, is presented here. Methods: DREAMM-10 (NCT06679101) is a randomized, phase 3,
open-label, multicenter study. Pts aged $18 years with TI-NDMM, measurable disease, and
Eastern Cooperative Oncology Group performance status 0–2 are eligible. Specific reasons for
transplant ineligibility will be collected. Pts who were previously treated for MM or smoldering
MMare excluded. Approximately 520 eligible ptswill be randomized 1:1 toBRdorDRd, stratified
by age (,75, $75 years), International Staging System (I, II, III), and region (North America,
rest of world). Belantamab mafodotin will be administered intravenously at 1.9 mg/kg every
8 weeks for 24 weeks, then 1.9 mg/kg every 12 weeks thereafter. Daratumumab will be
administered subcutaneously using the approved dose and schedule. In both treatment arms,
lenalidomide will be administered orally at 25 mg on Days 1–21, and dexamethasone will be
administered orally at 40 mg on Days 1, 8, 15, and 22 of every 28-day cycle. Pts will be treated
until disease progression, death, unacceptable toxicity, consent withdrawal, or end of study.
The dual primary endpoints are progression-free survival (PFS) and minimal residual disease
negativity rate. Key secondary endpoints are overall survival and PFS2 (time from randomi-
zation to progression on first subsequent anti-myeloma therapy or death). The statistical plan
includes multiplicity adjustment for primary endpoints and hierarchical testing for key sec-
ondary endpoints. Other efficacy endpoints, safety (adverse events [AEs]/serious AEs), and
health-related quality of life will also be assessed. The study opened for enrollment on
December 30, 2024. 1. Hungria V, et al. N Engl J Med 2024. 2. Dimopoulos MA, et al. N Engl J
Med 2024. 3. https://us.gsk.com/media/11819/belamaf-dreamm-7-os-full-data-press-
release_final_us-version-08dec24.pdf. 4. Terpos E, et al. Haematologica 2024. 5. Usmani
SZ, et al. Blood 2024;144(Suppl 1):497. Clinical trial information: NCT06679101. Research
Sponsor: GSK (214828); drug linker technology licensed from Seagen; monoclonal antibody
produced using POTELLIGENT Technology licensed from BioWa.

HEMATOLOGIC MALIGNANCIES—PLASMA CELL DYSCRASIA

http://www.clinicaltrials.gov/ct2/show/NCT06679101


TPS7568 Poster Session

MagnetisMM-32: A phase 3 randomized study of elranatamab vs EPd, PVd, or Kd in
patients with relapsed or refractory multiple myeloma (RRMM) and prior anti-
CD38–directed therapy.

Steven Robert Schuster, Saulius Girnius, Rayan Kaedbey, Paola Ochoa, Luděk Pour, Ronan Le Calloch, Tobias S. Slørdahl, Ann De Becker, Fangxin Hong, Margaret Hoyle,
Anne Yver, Gregory Finn, Thomas Chalopin; UCHealth Cancer Care and Hematology, Fort Collins, CO; TriHealth Cancer Institute, Cincinnati, OH; Segal Cancer Centre, Jewish
General Hospital, McGill University, Montréal, QC, Canada; Instituto Alexander Fleming, Buenos Aires, Argentina; University Hospital Brno, Brno, Czech Republic; Centre
Hospitalier de Cornouaille, Quimper, France; Norwegian University of Science and Technology, Trondheim, Norway; Universitair Ziekenhuis Brussel (UZB), Brussels,
Belgium; Pfizer Inc, Cambridge, MA; Pfizer Srl, Milan, Italy; Pfizer Inc, Paris, France; Service d’hématologie, Centre Hospitalo-Universitaire, Tours, France

Background: Elranatamab (ELRA), a BCMA-CD3 bispecific antibody, has shown efficacy and
manageable safety as a monotherapy in patients with RRMM. This study will evaluate ELRA
monotherapy vs elotuzumab-pomalidomide-dexamethasone (EPd), pomalidomide-
bortezomib-dexamethasone (PVd), or carfilzomib-dexamethasone (Kd) in patients with
RRMM to determine whether ELRA can provide superior clinical benefit in early relapse
(2L+). Methods: MagnetisMM-32 (NCT06152575), a phase 3, open-label, multicenter, ran-
domized study, will enroll »492 patients. Patients will receive ELRA (Arm A) or investigator’s
choice of EPd, PVd or Kd (Arm B), until disease progression, unacceptable toxicity, withdrawal
of consent, loss to follow-up, or study termination. Patients treated with ELRA will receive 2
step-up priming doses followed by weekly doses and subsequently less frequent doses in 28-
day cycles. Patients will be randomized 1:1 (stratified by prior line of therapy [1 vs 2 vs 3/4] and
International Staging System disease stage [1/2 vs 3]). Key inclusion criteria include age of$18
years, priormultiplemyelomadiagnosiswithmeasurable disease (per IMWGcriteria), evidence
of progressive disease or failure to achieve a response to last line ofmultiplemyeloma therapy, 1
to 4 prior lines of therapy including an anti–CD38 antibody–containing regimen (for $2
consecutive cycles) and a lenalidomide-containing regimen (for $2 consecutive cycles), ad-
equate bone marrow function, and an ECOG performance status of #2. Key exclusion criteria
include stemcell transplant#12weeksprior to enrollment or active graft vshost disease; active,
uncontrolled infection; any other active malignancy ,3 yrs prior to enrollment; ongoing
grade $3 peripheral sensory or motor neuropathy; history of any grade $3 peripheral motor
polyneuropathy, prior BCMA-directed or CD3-redirecting therapy; never achieved $PR with
any treatment during disease course; and unable to receive any of the Arm B regimens (EPd,
PVd, or Kd). The primary and key secondary endpoints are progression-free survival (PFS) by
blinded independent central review (BICR) per IMWG criteria and overall survival (OS), re-
spectively. Other secondary endpoints include PFS and PFS2 (PFS on next line of therapy) by
investigator per IMWG, objective response rate, duration of response, very good partial re-
sponse rate, complete response rate, duration of complete response, and time to response (all
by BICR per IMWG), MRD negativity rate (including sustained for $12 months) and duration,
safety and pharmacokinetics of ELRA, immunogenicity, and health-related quality of life
outcomes. The primary endpoint and OS will be compared statistically between treatment
arms by stratified log-rank tests. Study funding: Pfizer. Clinical trial information:
NCT06152575. Research Sponsor: Pfizer.
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