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Relapsed/refractory follicular lymphoma (R/R FL) presents a persistent clinical challenge, with treatment 

options diminishing after successive lines of therapy. The emergence of CD20xCD3 bispecific antibodies offers 

a novel mechanism of action, prompting a re-evaluation of the current treatment algorithm for patients who have 

exhausted conventional approaches.

K E Y  TA K E AWAY S

º The Pivot: Bispecific antibodies are now a viable option for R/R FL, particularly after two or more prior 

systemic therapies.

º The Data: Complete response rates of 50% to 70% have been observed in heavily pretreated populations.

º The Action: Clinicians should consider bispecific antibodies for patients with R/R FL who have progressed 

on at least two prior lines of therapy, balancing efficacy with known toxicity profiles.
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Follicular lymphoma (FL) is an indolent B-cell non-Hodgkin lymphoma, typically characterised by a relapsing and 

remitting course. While initial treatment often achieves durable responses, a significant proportion of patients will 

experience relapse, necessitating further therapeutic interventions. The prognosis for patients with R/R FL progressively 

worsens with each subsequent line of therapy, highlighting an unmet need for effective and tolerable agents in later 

lines.1

Current management strategies for R/R FL include chemotherapy, immunochemotherapy, radioimmunotherapy, PI3K 

inhibitors, EZH2 inhibitors, and autologous stem cell transplantation (ASCT) for eligible patients. However, the efficacy 

of these options can be limited in heavily pretreated populations, and cumulative toxicities can impact patient quality of 

life.2 The advent of bispecific antibodies, which simultaneously engage CD20 on malignant B-cells and CD3 on T-cells, 

thereby redirecting T-cell cytotoxicity, represents a significant development in this landscape.3

Epidemiologically, FL accounts for approximately 20-30% of all non-Hodgkin lymphomas, making it the second most 

common subtype. The median age at diagnosis is typically in the sixth decade of life, and the disease often presents 

with widespread lymphadenopathy. Despite its indolent nature, the recurrent relapses contribute to significant morbidity 

and mortality over time, particularly in patients who become refractory to multiple lines of therapy. Understanding the 

mechanisms driving these relapses and developing novel agents to overcome resistance are critical areas of research. 

The CD20xCD3 bispecific antibodies offer a novel immunotherapeutic approach by harnessing the patient's own T-cells 

to target and eliminate CD20-expressing lymphoma cells, independent of MHC presentation. This mechanism of action 

provides a distinct advantage over traditional antibody therapies that rely solely on Fc-mediated effector functions or 

direct apoptosis induction.3

Positioning Bispecific Antibodies in R/R FL
Two CD20xCD3 bispecific antibodies, mosunetuzumab and glofitamab, have demonstrated efficacy in R/R FL. 

Mosunetuzumab, an off-the-shelf, fixed-duration bispecific antibody, has shown durable responses in patients with R/R 

FL who have received at least two prior lines of therapy. In a pivotal phase II study, mosunetuzumab achieved a complete 

response (CR) rate of 60% (95% CI, 49-70) among patients who had received a median of three prior lines of therapy. The 

median duration of response (DOR) for responders was 22.8 months (95% CI, 16.8-not estimable). The most common 

adverse events included cytokine release syndrome (CRS), typically grade 1 or 2, and neurological events.4

Glofitamab, another CD20xCD3 bispecific antibody, is administered as a fixed-duration treatment following a 

pre-treatment with obinutuzumab to mitigate CRS. In a phase I/II study, glofitamab demonstrated a CR rate of 63.4% 

(95% CI, 53.6-72.5) in patients with R/R FL who had received a median of three prior lines of therapy. The median DOR 

was 22.6 months (95% CI, 13.9-not estimable). Similar to mosunetuzumab, CRS was the most frequent adverse event, 

predominantly low-grade.5

These data position bispecific antibodies as a valuable treatment option for patients with R/R FL, particularly those who 

have progressed after two or more prior systemic therapies. Their off-the-shelf availability and fixed-duration treatment 

schedules offer practical advantages over CAR T-cell therapy, which requires apheresis, manufacturing, and a bridging 

period. While CAR T-cell therapy, such as axicabtagene ciloleucel and tisagenlecleucel, has demonstrated high CR 

rates in R/R FL, it is associated with a more intensive treatment course and a higher incidence of severe CRS and 

neurotoxicity.6

The choice between bispecific antibodies and CAR T-cell therapy for eligible patients in later lines of R/R FL treatment 
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will likely depend on factors such as patient fitness, disease characteristics, prior therapies, and institutional expertise. 

Bispecific antibodies may be preferred for patients who are not candidates for CAR T-cell therapy due to comorbidities, 

rapid disease progression, or logistical constraints. Furthermore, the fixed-duration nature of bispecific antibodies may 

appeal to patients seeking a defined treatment period.7

Ongoing research is exploring the optimal sequencing of bispecific antibodies, their combination with other agents, and 

their potential utility in earlier lines of therapy. Head-to-head comparisons with CAR T-cell therapy are not yet available, 

and real-world data will be crucial for further refining their position within the R/R FL treatment algorithm. Long-term 

safety and efficacy data are also continuously being collected to better understand the durability of responses and the 

management of late-onset toxicities.8

CLINICAL IMPLICATIONS

The integration of bispecific antibodies into the treatment landscape for relapsed/refractory follicular lymphoma 

is a welcome development, offering tangible benefits for a patient population with limited options. The observed 

complete response rates, often exceeding 60% in heavily pretreated individuals, are compelling and certainly 

warrant their consideration. However, the enthusiasm must be tempered by a pragmatic understanding 

of their toxicity profiles, particularly cytokine release syndrome and neurotoxicity, which, while generally 

manageable, necessitate careful monitoring and institutional preparedness. The off-the-shelf nature of these 

agents provides a distinct logistical advantage over CAR T-cell therapies, potentially broadening access for 

patients who might otherwise be excluded due to the complexities of cell therapy.

For clinicians, the immediate challenge lies in appropriately positioning these agents within an increasingly 

crowded algorithm. The National Comprehensive Cancer Network (NCCN) guidelines and European Society 

for Medical Oncology (ESMO) recommendations will undoubtedly evolve to incorporate these therapies, likely 

recommending them after two or more prior lines of therapy. The decision between a bispecific antibody 

and CAR T-cell therapy will become a nuanced discussion, weighing the higher response rates and deeper 

remissions sometimes seen with CAR T against the faster access and potentially lower logistical burden of 

bispecifics. Patient preference, comorbidities, and the pace of disease progression will be paramount in this 

shared decision-making process.

From an industry perspective, the success of mosunetuzumab (Genentech/Roche) and glofitamab 

(Genentech/Roche) underscores the continued innovation in antibody engineering. The fixed-duration 

treatment model is also economically attractive, potentially reducing long-term treatment costs compared to 

indefinite maintenance therapies. However, the market will soon see further competition, and differentiation 

based on long-term safety, durability, and perhaps even earlier line indications will be key. Payers will be 

scrutinising the cost-effectiveness data closely, especially as more agents enter this space, demanding clear 

evidence of improved patient outcomes and quality of life to justify premium pricing.

EDITORIAL & AI STANDARDS
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Life Science Feed without editor verification against the primary source.
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