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Background:

In a pivotal Phase II study (NCT02500407) mosunetuzumab, a CD20xCD3 T-cell engaging bispecific antibody,

demonstrated high rates of complete responses (CRs) with a manageable safety profile in patients (pts) with

relapsed/refractory (R/R) follicular lymphoma (FL) and ≥2 prior lines of therapy (Budde, et al. Lancet Oncol

2022; Schuster, et al. Blood 2023).

Aims:

To present a subgroup analysis of the Phase II study, evaluating the efficacy and safety of mosunetuzumab

monotherapy in high-risk pts with heavily pre-treated R/R FL after ≥3 years of follow-up.

Methods:

Eligible pts with R/R FL Grade (Gr) 1–3a and ≥2 prior therapies were enrolled; methods were previously

described (Budde, et al. Lancet Oncol 2022). All pts provided informed consent. Subgroups evaluated for

efficacy and safety included pts with a history of progression of disease within 24 months (POD24) from the

start of first-line therapy, pts receiving mosunetuzumab in third (3L) vs fourth or later line (4L+), and pts aged

≥65 years. Endpoints included complete response (CR; as best response) rate, objective response rate, median

duration of response, duration of CR (DOCR), progression-free survival (PFS), overall survival, time-to-next-

treatment (TTNT) and safety.

Results:

As of May 2, 2023, 90 pts had received mosunetuzumab; 52% had POD24, 61% had received mosunetuzumab

as 4L+ therapy, and 33% were aged ≥65 years. CR rates in pts with POD24 (60%), pts aged ≥65 years (67%)
and 4L+ pts (55%; Table) were consistent with the overall population (60%). Median DOCR was not reached

(NR) in the overall population, in pts with POD24 and pts aged ≥65 years, but was 33.0 months in 4L+ pts.

Also, a numerically lower 30-month DOCR rate was observed in 4L+ (66%) vs 3L (77%) pts. The 3-year PFS rate

was 44% in pts with POD24 and 47% in pts aged ≥65 years, consistent with the overall population (43%). A
lower 3-year PFS rate was observed in 4L+ (36%) vs 3L (54%) pts. The median TTNT was NR in any of the high-

risk subgroups. The safety profile across subgroups was consistent with the overall safety cohort. The incidence

of cytokine release syndrome events was modestly higher in pts with POD24 (51%) and 4L+ pts (47%)
compared with the overall safety cohort (44%), but lower in pts aged ≥65 years (30%). In the overall safety

cohort, any-grade infections occurred in 51% of pts; after Cycle (C) 8, 8 events were reported in 8 pts (C9: 2/16

[12.5%], C10: 2/15 [13.3%], C12: 2/13 [15.4%], C13: 1/12 [8.3%], C17: 1/11 [9.1%]). Gr ≥3 infections were

observed in 17% of pts. Most common Gr ≥3 infections were pneumonia (3%), upper respiratory tract infection

(2%), septic shock (2%) and COVID-19 (2%). Most serious infections (14/19 [74%]) occurred in the first 4

cycles; after C8, 3 events were reported in 3 pts (C10: 1/15 [6.7%], C12: 1/13 [7.7%], C17: 1/11 [9.1%]). Serious

infections concurrent with neutropenia were rare (1%). Adverse events of hypogammaglobulinemia were

reported in 2% of pts; immunoglobulin treatment was initiated in 9% of pts. Biomarkers, including peripheral

blood T cells, natural killer cells, cytokines, tumor-localized CD20+ B cells and CD8+ T cells, were similar across

subgroups, consistent with the observed clinical activity.

Summary/Conclusion:



In this subgroup analysis, fixed-duration mosunetuzumab monotherapy showed durable remissions and

clinically meaningful survival outcomes in high-risk pts with heavily pre-treated R/R FL, including those with

POD24. The safety profile was manageable and consistent across all subgroups, including pts aged ≥65 years,

and supports outpatient administration.
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