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DISCLOSURES 

Consultant/Advisor/Speaker: BMS, GSK
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OBJECTIVES

§ To crush Dr. Nooka
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NOOKA-JOSEPH SHOWDOWN: SCOREBOARD

JOSEPH NOOKA
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LET’S START WITH A PATIENT 
55-year-old with a history of RRMM who 
presents with progressive myeloma. FKLC has 
risen to 2500 mg/L and M-spike is 3.5 g/dL. Hgb 
has dropped from 10 g/dL to 8.0 g/dL in the last 
few weeks and most recent Cr has bumped to 
2.1 from a normal baseline. PET-CT shows new 
lytic disease. Treatment history is summarized 
below:

1. RVD à ASCT à mLen (relapsed 4 yrs from 
ASCT)
2. Dara/pom/dex
3. Carfilzomib/Cyclophosphamide/dex
4. Selinexor/bor/dex
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CAR-T cell

BsAb
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NOOKA-JOSEPH SHOWDOWN: SCOREBOARD
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Bispecific Antibodies CAR-T Cell Therapy

? ? ? ?
Admin One and done

Approval Earlier line 

Efficacy Better efficacy, sequencing

Access

AEs

Clinical 
Practice



BISPECIFIC ANTIBODIES IN LATE RELAPSE: CLINICAL TRIALS & 
EFFICACY SUMMARY

D, day; f/u, follow up; HRCyt, high-risk cytogenetics; LOT, line of therapy; mDOR, median duration of response; NR, not reported; OS, overall survival; PFS, progression-free survival; TCR, T cell redirecting therapy.
Adapted from Mohan M, et al. Am Soc Clin Oncol Ed Book. 2024;44:e432204.
1. Schinke CD, et al. ASCO 2023. Abstract 8036. 2. von de Donk N, et al. ASCO 2023. Abstract 8011. 3. Oriol, et al. EHA 2024. Abstract P942. 4. Mohty M, et al. EHA 2024. Abstract P932. 5. Rasche L, et al. EHA 2024. 

Bispecific 
Antibody

Teclistamab1-3 Elranatamab4 Talquetamab Linvoseltamab

Pivotal Study MajesTEC-1 MagnetisMM-3 
(BCMA-naïve cohort)

MonumenTAL-1 LINKERMM-1

Target BCMA BCMA GPRC5D BCMA

Dosing & 
Frequency

Step-up dosing D 1 and 4 
(0.06 mg/kg and 0.3 mg/kg 
SC)→1.5 mg/kg SC QW

Step-up dosing D 1 and 4 
(12 mg and 32 mg SC→

76 mg SC QW

Step-up dosing on D 1 and 
4 (0.01 mg/kg and 0.06 

mg/kg)→
0.4 mg/kg SC QW

Step-up dosing on Ds 1, 4, 
and 7 (0.01 mg/kg, 0.06 

mg/kg and 0.04 mg/kg)→ 
0.8 mg/kg SC Q2W

Prior 
TCR

Step up dosing 
day 1, 8

Patients, n 165 123 143 154 78 252

Prior therapy BCMA-therapy naive BCMA-therapy naive TCR naïve or pretreated cohorts BCMA naive

Prior LOT, n 5 (2-14) 5 (2-22) 6 (2-17) 5 (1-16)

High-risk 
cytogenetics, %

26 25 29-31 12

Median f/u, mo 30.4 28.4 18.8 12.7 14.8 11.3

Median time to 
1st response

1.2 months 1.22 months 1.9 months 0.95 months

mDOR, mo 24 NR 9.5 17.5 N/A 12m – 72%

PFS, mo 11 17 7.5 11.2 7.7

OS Median: 22 mo
30-mo: 42%

Median: 25 mo
15-mo: 56%

Median: NR
24-mo: 61%

Median: NR
24-mo: 67% 24-mo: 

57%
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PATIENT CASE CONTINUED..

§ Patient is started on 
Teclistamab

§ She achieved PR after C1
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§ Patient decides to move forward 
with CAR-T cell therapy. 
Restaging and apheresis are 
scheduled. Bridging therapy with 
Talq is started.
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SEQUENCING – TALQ BRIDGING DATA
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§ Often used as bridging therapy to 
Cilta-cel à have to use a BsAb 
either way!

§ 45% HR (CTG, EMD) and; 73% 
TCR (13% BCMA exposed)

§ ORR in 45/72 = 62% (10 VGPR, 14 
CR
§ Median time on Talq 22 days
§ 58/61 pts were successfully 

infused, no increased Aes
§ 5 PD, 6 manufacturing 

failures
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MONUMENTAL-1: PROSPECTIVE AND RESPONSIVE DOSE 
REDUCTION COHORTS

Chari et al. ASH 2023.
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MONUMENTAL-1: TEAES IMPROVE WITH DOSE REDUCTION

Trend toward improved resolution of GPRC5D-related AEs, except weight loss

Chari et al. ASH 2023.
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PATIENT CASE CONTINUED..

§ Patient is started on Teclistimab the 
next week

§ She achieved PR after C1
§ VGPR after C2, q2w dosing. Mild 

cytopenias but doing well
§ At 6 months, CR – monthly dosing
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§ Patient decides to move forward with 
CAR-T cell therapy. Restaging and 
apheresis are scheduled. Starts 
bridging.

§ Infused. 15 day hospital stay, 
experienced persistent G2 CRS s/p 
Toci x 4 and started on dex that was 
tapered over several weeks. Took 4-
6 weeks to start to recover.

§ Multiple appts in two months. 
Coming monthly for IVIG until 
month 6
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BISPECIFIC AB IN COMBINATION
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Trial Treatment Arms ORR PFS/OS
MajesTEC-2 a Tec/Dara/Len ORR 93.5%, ≥ VGPR 

90.3%
TRIMM-2b Tec/Dara/Pom ORR 78% 12 months PFS 76%
MonumenTAL-2c Talq/pom ORR 93.8%/84.2% 12 month PFS 72.6%
RedirecTT-1d Tec/Tal ORR 78% 

(EMD)/80%
18 month PFS 77%/ 
86%

ONGOING
MagnetisMM-20 Elra/Car
MagnetisMM-30 Elra/Iber
REGN2012 Linvo + 

Car/Isa/Dara/Niro/ 
Len/Pom

Talq+ Mezi
Tec + Iber

a. Searle et al 2022; b. Dholaria et al ASCO 2023; c. Matous et al ASH 2023 d. Cohen et al NEJM 2025 
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ADVERSE EVENTS
MajesTEC-1
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AEs (≥20% of any
RP2D cohort), 
n (%)

0.4 mg/kg SC QWa 

(n=143)
mFU, 11.0 monthsb

0.8 mg/kg SC Q2Wa 

(n=145)
mFU, 5.1 monthsc

Any Grade Grade 3/4 Any Grade Grade 3/4
CRS 113 (79.0) 3 (2.1) 105 (72.4) 1 (0.7)

Skin-related AEsd 80 (55.9) 0 98 (67.6) 1 (0.7)

Nail-related AEse 74 (51.7) 0 63 (43.4) 0

Dysgeusiaf 69 (48.3) NA 67 (46.2) NA

Rash-related AEsg 56 (39.2) 2 (1.4) 39 (26.9) 8 (5.5)

Weight decreased 57 (39.9) 3 (2.1) 47 (32.4) 2 (1.4)

Diarrhea 34 (23.8) 3 (2.1) 32 (22.1) 0

Dysphagia 34 (23.8) 0 33 (22.8) 3 (2.1)

Fatigue 32 (22.4) 5 (3.5) 29 (20.0) 1 (0.7)

Decreased appetite 25 (17.5) 2 (1.4) 29 (20.0) 2 (1.4)

N = 165

AEs of Interest[a], N (%) Any Grade Grade ≥ 3

Hematologic

Neutropenia 118 (71.5) 108 (65.5)

Anemia 90 (54.5) 62 (37.6)

Thrombocytopenia 70 (42.4) 37 (22.4)

Lymphopenia 60 (36.4) 57 (34.5)

Leukopenia 33 (20.0) 15 (9.1)

Non-Hematologic

Infection 132 (80.0) 91 (55.2)

COVID-19 48 (29.1) 35 (21.2)

Hypogammaglobulinemia 34 (20.6) 3 (1.8)

MonumenTAL-1

G3-4 infections: 16.8% and 11.7%  (0.4 mg/kg qw; 0.8 mg/kg q2w) 

• Low rates of discontinuation due to Aes were observed with 
QW (4.9%) and Q2W (6.2%) schedules
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LET’S TALK ABOUT THE THOSE SIDE EFFECTS
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Cilta-cel (CART-1 and -4) Teclistimab
CRS 84% (4%) 72% (0.6%)
ICANS 24% (7%) 6%
Cytopenias A LOT A LOT
Non-ICANS neurotox
     Parkinsonism
     Peripheral neuropathy
     CN palsies
     Guillain-Barre Syndrome
     Myelitis (G3)

3% (2%)
7% (1%)
7% (1%)
1 1

HLH/MAS 1%
Secondary hem malignancies(AML, 
MDS)

5%

IEC-Enterocolitis ~2-3%
Infections 
  URI
  Viral
  PNA
  Sepsis

CART-4 only
28% (3%)
23% (7%)
14% (13%)
10% (7%)

26% (2.4%)

24% (15%)
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PATIENT CASE CONTINUED..

§ Continues on monthly dosing with 
monthly IVIG in CR

18

§ 90 Day restaging shows sCR, MRD-
§ Around 100 days post CAR-T, 

develops profound watery diarrhea 6-8 
times per day and is readmitted for 
work up. Started on steroids for 
presumed IEC
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NOOKA-JOSEPH SHOWDOWN: SCOREBOARD
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Bispecific Antibodies CAR-T Cell Therapy

? ?
A                                                                              

XWE
D3R
TR5

S

? ?
Admin Continuous – monthly, fixed duration One and done

Approval Earlier line is coming, trials ongoing Earlier line 

Efficacy Efficacy will improve in combination Better efficacy, sequencing

Access Off the shelf, work quickly 6-8 weeks

AEs Decreased CRS with ppx Toci
No MNT, IEC risk

Small but non-zero: HLH, MNTs, IEC, 
secondary ca

Clinical 
Practice

Often used as bridging, 4 options (++)
More than one antigenic target, no 
manufacturing failures/OOS


