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BACKGROUND

Chimeric antigen receptor T-cell (CAR-T) therapy
and bispecific antibodies have transformed
outcomes in relapsed/refractory hematologic
malignancies, yet pivotal trials excluded patients
with poor performance status or comorbidities. As
real-world use expands, frailty's impact on
eligibility, toxicity, and outcomes remains poorly
characterized.

RESULTS

OBJECTIVE

To synthesize the evidence on frailty and its
association with eligibility, toxicity, and
outcomes for CAR-T cell therapy and bispecific
antibody therapy in hematologic malignancies.

METHODS

Searched PubMed, Embase, Cochrane, Google Scholar, and

ClinicalTrials.gov through April 2026.

Terms: frailty, geriatric assessment, CAR-T, bispecific

antibody, hematologic malignancy.

CONCLUSIONS

worse toxicity.

Included studies reporting frailty or performance status in

patients receiving either therapy.

727 records identified = 19 studies included (see PRISMA).
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Frailty predicts inferior CAR-T and bispecific efficacy but not

~ormal geriatric assessment helps identify and mitigate
CANS risk and enables individualized treatment decisions.
Prospective frailty-integrated trials are needed.
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1 - Comorbidity alone does not raise toxicity

Galli 2025 - R/R LBCL (N=379): comorbidity
indices (HCT-CI, CIRS, Severe4) did not increase
non-relapse mortality, CRS, or ICANS.

Bispecifics well tolerated — Adegbite (N=102):
frail vs non-frail ORR 80% vs 73%; similar PFS/OS.
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consensus frailty tools

2 - But efficacy & survival are REDUCED

Davis 2024 - MM (N=136): ORR 81% vs 96%:
PFS 6.9 vs 11.1 mo; OS 14 mo vs not reached.
Zhang 2022 - DLBCL: ORR 64% vs 88%.

Likely driven by comorbidity and reduced
functional reserve — frailty affects benefit,

CONTACT INFORMATION

Yagnapriya Chirrareddy, MD
Department of Internal Medicine, TTUHSC El Paso

Email: ychirrar@ttep.edu

.

“Frail is not fail” — safety is not the barrier.

not safety.

Specific geriatric deficits — not comorbidity burden — track with toxicity: polypharmacy and impaired mobility with ICANS,
cognitive impairment with CRS and worse OS (Lin 2023; Yates 2024). These deficits are often modifiable.

A geriatric-consultation service was associated with lower ICANS vs usual care (Lin) — plausibly by identifying and remedying
these deficits, though data are observational (mechanism unclear; consult uptake not tracked).

- Formal geriatric assessment risk-stratifies and enables individualized care. No consensus frailty tool yet.

3 - Assess frailty to identify & modify toxicity risk

KEY

MESSAGE

Frailty predicts inferior efficacy after CAR-T and bispecific therapy — but not worse toxicity.
Formal geriatric assessment helps identify and mitigate ICANS risk and enables individualized decisions.
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