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Introduction

Mosunetuzumab (mosun) is a CD20xCD3 bispecific antibody that has been FDA-approved for relapsed/refractory follicular
lymphoma after two prior lines of therapy. Updated follow up of the pivotal study in relapsed/refractory patents (Sehn et
al ICML 2023, median follow up 28.3 months) showed a CR rate of 60%. Among the patients in CR, 77% remained alive and
progression free at 2 years. We hypothesized that mosun would be even more active in patients (pts) without prior lymphotoxic
therapy. Therefore, we designed a response adapted study for pts with untreated follicular lymphoma (FL) and marginal zone
lymphoma (MZL).

Methods

This is a single center, open label, investigator-initiated response-adapted clinical trial in untreated pts with FL or MZL with in-
dication for treatment. Pts received subcutaneous mosunetuzumab monotherapy for 8 cycles (21 day cycle, Part A) employing
step up dosing in cycle 1 (5 mg, 45 mg, 45 mg). Dexamethasone prophylaxis was administered through C2D1, and could be
omitted after that for patients without CRS in the previous cycle. A PET/CT was performed after 8 cycles, and pts in CR were
observed without further treatment. Pts with SD or PR could receive 6 cycles (21 day cycle, Part B) of polatuzumab vedotin
and obinutuzumab, followed by an end of treatment (EOT) PET/CT. Total planned accrual is 42 pts. The primary endpoint is
complete response (CR) rate. A pre-planned interim efficacy analysis is being reported after 20 enrolled pts. If 14 or fewer of
the first 20 subjects do not achieve an objective response, the study will be suspended to enrollment. Additional planned
safety analyses are in place with suspension rules to detect excessive G4 non-heme toxicity and G2+ CRS.

Results

26 pts enrolled on study between March 24, 2022, and March 11, 2023, with 26 pts evaluable for safety, and 21 pts are evaluable
for efficacy. Median age was 64 (42-83), including 16 (62%) age 60+. Histologies enrolled include G1-2 follicular lymphoma (19,
73%), G3A follicular lymphoma (4, 15%), and marginal zone lymphoma (3, 12%). The most common indication for treatment
was symptomatic disease (19, 73%). All treatment was delivered as an outpatient. Three pts experienced a serious adverse
event (one pt with G3 lung infection followed by G3 shingles, one pt observed overnight with G1 cytokine release syndrome,
and one pt with a G2 URI). Other G3 non-lab AEs observed were diarrhea (1, 4%), syncope (1, 4%), and hypertension (1, 4%).
Sixteen (62%) pts experienced G1 CRS, with no G2 or higher CRS observed or any grade ICANS observed. No pts required
tocilizumab. All CRS events first occurred during cycle 1. Headache was common but low grade (G1 14, 54%, G2 1, 4%).
Heme toxicity > G1 was uncommon, with G4 neutropenia (1, 4%), and G2+ thrombocytopenia (2, 8%). No G4 non-heme
toxicity was observed. Nearly all pts (92%) experienced at least one injection site reaction, which were all G1 except a single
pt with a G2 reaction. Seven (26%) pts experienced a treatment delay due to toxicity, primarily due to infection in 4 pts. Only
one patient did not receive all doses of mosun - G3 ALT increase and prolonged G1 CRS led to discontinuation after cycle
1 (patient achieved CR). Twenty-one patients are efficacy evaluable, with an overall response rate (ORR) of 100%. Eighteen
patients have completed mosun therapy, with an ORR and CR rate of 100% and 83%, respectively. Three patients proceeded
to obinutuzumab and polatuzumab combination therapy, of whom two have completed all treatment (both converted to CR).
All pts remain alive and progression-free. Updated data will be presented at the meeting.
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Conclusion

Fixed duration mosun monotherapy achieves a high CR rate in untreated pts with follicular and marginal zone lymphoma with
no G2+ CRS and no ICANS of any grade. Injection site reactions and headaches were common but reversible. Safety and
efficacy has remained well within study suspension thresholds and accrual is ongoing to a goal of 42 total patients.
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