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1. The older patient

Who is represented in the evidence?



Older adults are under-represented in pivotal bispecific trials



And who are the older adults who actually make it into these trials?

Palumbo A, et al. 
Blood. 2015



2. Efficacy in older adults

What is the data in older or frail patients?



In pivotal MajesTEC-1, patients aged ≥75 achieved meaningful responses



Among responders aged ≥75, responses could be durable



Pivotal efficacy evidence extends beyond age to frailty
A Subgroup Analysis from MagnetisMM-3

Raje N, et al. MagnetisMM-3 subgroup analysis by age and frailty. Presented at ASCO 2023; Abstract P8040.



From pivotal trials to real world data
CoMMitmenTT-Tec: pooled global evidence shows the efficacy signal is maintained in patients aged ≥75.

CoMMitmenTT-Tec
GLOBAL REAL-WORLD PLATFORM

n=356  |  ≥75 years: n=59  |  mean age 79.7
EMEA chart review + US panel + Canadian registry

ORR

80%
≥VGPR

74%

12-MONTH PFS

59%
12-MONTH OS

62%

Deep responses and meaningful disease control were 
maintained in the ≥75 subgroup.

Descriptive subgroup; no formal comparison with the overall cohort.

Demographic data and response depth by subgroup
The ≥75 cohort retained high response depth in routine practice.

Waldschmidt J et al. CoMMitmenTT-Tec; presented at EHA 2026, Stockholm, Sweden.

Overall cohort: 57% Overall cohort: 68% 



>75

<75

Independent cohorts support the same real-world signal



3. Toxicity and treatment burden

Is the risk of therapy actually greater?



Pivotal MagnetisMM-3: no signal of greater CRS or ICANS with age or frailty

Raje N, et al. MagnetisMM-3 subgroup analysis by age and frailty. ASCO 2023; Abstract P8040.



Infection rates were similar, but fatal infection was higher in frail patients

Raje N, et al. MagnetisMM-3 subgroup analysis by age and frailty. ASCO 2023; Abstract P8040.



Real-world safety broadly reproduces the pivotal pattern
Severe CRS and ICANS remain uncommon; ≥G3 infection is similar to the overall cohort but remains clinically important.



4. Delivering benefit in older patients

Choosing the treatment journey with the best risk-benefit trade



FACTORS LIMITING
 CAR-T FEASIBILITY

• Poor ECOG performance 
status or frailty

• Limited reserve to withstand 
CRS or ICANS

• Organ dysfunction affecting 
lymphodepletion

• Rapidly progressive disease

• Caregiver, travel or treatment-
centre barriers

Planning a treatment journey for an older patient
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A reasonable treatment now may close important options later
BelaVd may be a very reasonable choice, especially if our philosophy is to put our best foot forward early. But when CAR-T is not 
realistic, choosing BelaVd also closes the bispecific pathway. That downstream consequence needs explicit dialogue with the patient.



Either way, legacy options look quite unpalatable from 3rd line onwards
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“INTENSIFY" OR RECYCLE
Kd, Seli+ or alternate bortezomib triplet 

cardiac/renal vulnerability •
emetogenic options •  cumulative neuropathy •  more 

steroids



Could an all-antibody bispecific regimen particularly suit older patients?



Early safety appears manageable, but with intensive immune support



THE BAR IS SURVIVAL, NOT RESPONSE DEPTH
• MAIA sets an exceptionally high benchmark, with some older patients 

approaching normal life expectancy on a generally tolerable regimen. 
Even a small excess in treatment-related mortality could erase the 
benefit of greater disease control. 

• Upfront bispecific strategies must therefore deliver both efficacy and 
tolerability, probably through planned fixed-duration treatment.

FACON etal Leukemia 2026



• Older and frail patients can achieve deep, 
durable responses with bispecifics, but they are 
not well represented in pivotal trials

• CRS and ICANS do not appear amplified; 
infection remains the central toxicity concern.

• From 3rd line, realistic alternatives are not 
completely benign.

• Patient selection, infection prevention and 
response-adapted dosing are central to 
delivery.

Summary

For many older patients, the question is not whether a bispecific carries risk, but whether that risk can be managed and 
justified by the prospect of substantially better disease control than realistic alternatives.
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