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As T-cell redirecting therapy (TCRT) options (CAR T-cells and bispecific TCEs) expand and global access varies, new
sequencing combinations will continue to emerge. Understanding how each TCRT influences tumor biology and the immune
microenvironment is essential to guide optimal sequencing and anticipate effects on subsequent therapies.

To address this need, the IMWG Immunotherapy Committee convened a panel of 30 experts in March 2024 to review
patient- and disease-related factors affecting efficacy and safety of immunotherapy, summarize existing information on
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sequencing therapy, and provide a series of 9 core recommendations.

HOLDING THERAPY
« Definition - Before apheresis

» Goal - Control disease without
jeopardizing feasibility of CAR
T-cell therapy

* Not standardized

« Often used Pls, IMiDs, anti-CD38
mAbs, dexamethasone

+ Avoid - Alkylators, bendamustine,
polychemotherapy, TCEs

TREATMENT PHASES IN CAR T-CELL THERAPY

[ APHERESIS ]

CAR T-CELL
INFUSION

BRIDGING THERAPY

« Definition - After apheresis,
waiting for CAR T-cell therapy

LYMPHODEPLETION
CHEMOTHERAPY

» Standardized

Goal - Avoid clinical deterioration, « Timed with CAR T-cell infusion
reduce disease burden

Not standardized

Often used - Pls, IMiDs,
anti-CD38 mAbs, dexamethasone

» Goal - Induce extreme lymphopenia
and corresponding cytokine milieu

Fludarabine and cyclophosphamide

Limited data for bendamustine
Acceptable - Alkylators,
bendamustine,
polychemotherapy, TCEs

Dose adjustment/drug choice
influenced by renal function

CONSENSUS RECOMMENDATIONS

There are no concerns about proceeding with TCRT in patients receiving a PI, IMiD, (naked) monoclonal antibody,
a corticosteroid or any combination of these classes as most recent line of therapy.

+ When used as "holding therapy" before T-cell collection, the IMWG Immunotherapy Committee recommends a
2-week washout between last dose of conventional agent and apheresis of mononuclear cells for CAR T-cell
manufacturing or before the first dose of TCE

If feasible, avoid collection of mononuclear cells for CAR T-cell manufacturing in patients receive a TCE.

« If such sequence is the best option for the patient, aim for a minimum of 4-week washout between the last dose of
the TCE and apheresis collection

« Alternatively, if possible, consider T-cell collection prior to TCE initiation

Avoid high-dose alkylators and bendamustine in patients for whom next therapy is likely to be CAR T-cell
and/or a TCE.

Strongly consider bridging therapy after apheresis for CAR T-cell manufacturing in patients with high disease burden
or at risk of developing morbidity from MM during the 4-6 weeks of manufacturing.

« The ideal bridging therapy will contain agent(s) without known resistance from the patient’s myeloma, be short,
with low risk of infection or prolonged cytopenias

Assuming equal access, in patients who are reasonable candidates to both BCMA-targeted ADC and BCMA-
targeted TCRT,the IMWG Immunotherapy Committee recommends pursuing TCRT first given its higher activity and
lower efficacy of TCRT after prior BCMA-targeted ADC.

Assuming equal access, in patients who are reasonable candidates to both BMCA CAR T-cell and TCE, the
IMWG Immunotherapy Committee recommends pursuing CAR T-cell therapy.

« This recommendation considers more robust data supporting activity of TCEs upon progression after CAR T-cell
therapy and also the extended treatment-free interval post-CAR-T that is typically associated with more salvage
options at the time of progression

For patients with rapidly progressing disease and unlikely to transit through apheresis and bridging without
disease-related morbidity, proceed with TCE due to faster access.

Both BCMA-targeted and GPRC5D-targeted immunotherapy are safe and active in patients with prior BCMA-targeted
CAR T-cell therapy. Post BCMA-targeted CAR T-cell therapy, responses to BCMA-targeting therapies are likely less
frequent and durable than in patients not previously treated with BCMA-targeted CAR T-cell therapy.
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There are limited data on the feasibility and efficacy of BCMA-targeted therapy of a different modality upon
progression on BCMA-targeted TCE at the approved dose intensities until progression.

+ Outcomes after lower-dose intensity or fixed duration of therapy are unknown

« The IMWG Immunotherapy Committee recommends therapy with different mechanism of action or immunotherapy
targeting a different antigen for patients progressing while receiving or shortly after receiving BCMA-targeting TCE

ADC, antibody-drug conjugate; BCMA, B-cell maturation antigen; CAR, chimeric antigen receptor; cilta-cel, ciltacabtagene autoleucel; GPRC5D, G protein—coupled receptor, class C,
group 5, member D; IMiD, immunomodulatory drug; IMWG, International Myeloma Working Group; mAb, monoclonal antibody; MM, multiple myeloma; P, proteasome inhibitor; TCE,
T-cell engager; TCRT, T-cell redirecting therapy.
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