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Follicular lymphoma: an introduction

• Follicular lymphoma: the paradigm of indolent lymphomas.
• Slow-growing disease, rarely with systemic symptoms.
• High response rates to first-line standard treatments (immuno-chemotherapy) but with tendency to relapse or
transformation.

• Progression-free survival, disease-free survival and time-to-next treatment intervals (rather than overall
survival) to be considered to compare different treatment policies.

• Stage (limited vs diffuse disease spreading): dictates the initial management of the patient (type of treatment
and possibly timing).

• Symptomatic disease (i.e. tumor burden): dictates treatment timing (watch and wait vs immuno-
chemotherapy initiation).



Epidemiology

Smith A. Br J Cancer, 2015; 112: 1575-1584



Staging and risk assessment

• Initial work-up for FL staging should include a
bone marrow biopsy and a CT scan of the
neck, thorax, abdomen and pelvis. Bone
marrow biopsy is mandatory for staging
localised disease.

• PET-CT scan can be recommended for
routine staging and is mandatory to confirm
localised stage I/II disease before involved-
site radiotherapy.

• The Follicular Lymphoma International
Prognostic Index (FLIPI) 1 and 2 and the
PRIMA Prognostic Index scoring systems can
be used for prognostic purposes and
stratification in clinical trials.

Eyre TA. Ann Oncol, 2025; in press



Prognostic models
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Age > 60, Hemoglobin < 12 g/dL, longest diameter of largest involved node > 6 cm, 
bone marrow involvement, b2-microglobulin increase.

Federico M. J Clin Oncol, 2009; 27: 4555-4562Solal-Céligny P. Blood, 2004; 104: 1258-1265



Frontline treatment: an overview

Eyre TA. Ann Oncol, 2025; in press

a) GELF criteria: tumour > 7cm, three sites > 3cm, systemic or B symptoms, splenomegaly, organ compression, cytopenias, pleural
and/or peritoneal effusion.
b) Consider palliative ISRT 4-8 Gy where long-term disease control is less critical than minimising toxicity e.g. elderly or frail patients.
c) Induction rituximab 375 mg/m2 weekly for 4 weeks; rituximab maintenance every 2 months for 12 doses.
d) Caution with bendamustine in patients ≥ 70 years and those with respiratory comorbidities and/or alternative immunosuppression.
e) FDA approved, not EMA approved.



Friedberg JW. J Clin Oncol, 2012; 30: 3368-3375

Treatment of limited stage disease



Treatment of advanced stage disease



Ardeshna KM. Lancet Oncol, 2014; 15: 424-435 — Northend M. Lancet Haematol, 2025; 12: e335-e345



Luminari S. J Clin Oncol, 2019; 36: 689-696



Rummel MJ. Lancet, 2013; 381: 1203-1210 — Flinn IW. Blood, 2014; 123: 2944-2952



Salles G. Lancet, 2011; 377: 42-51



Marcus R. N Engl J Med, 2017; 377: 1331-1344



Townsend W. Hemasphere, 2023; 7: e919



Marcus R. N Engl J Med, 2017; 377: 1331-1344



How to choose frontline treatment

Trotman J. Hematology Am Soc Hematol Educ Program, 2024; 2024: 293-300



Morschhauser F. J Clin Oncol, 2022; 40: 3239-3245Fowler NH. Lancet Oncol, 2014; 15: 1311-1318



Treatment of relapsed and refractory disease: an overview

Eyre TA. Ann Oncol, 2025; in press

a) Relapse ≤ 24 months post first-line treatment.
b) Immunochemotherapy dependent on prior therapy. Obinutuzumab-bendamustine if rituximab
refractory, but if T-cell engaging therapy is envisioned,
bendamustine should be avoided due to its long-term immunosuppression.
c) Consider rituximab maintenance therapy every 3 months for up to 2 years if not delivered in the
first line. For early POD, consider obinutuzumab
maintenance therapy every 2 months for up to 2 years following obinutuzumab-bendamustine.
d) Consider ASCT on a case-by-case basis in younger, fit patients with early POD and chemo-
sensitive relapse.
e) Not EMA or FDA approved.
f) Allo-SCT can be considered in selected younger patients following CAR-T therapy or bispecific
antibody therapy or where both are
unavailable.



Early progressive disease (< 24 months) and later disease relapse

Federico M. J Clin Oncol, 2013; 31: 1506-1513 — Rummel MJ. Lancet, 2013; 381: 1203-1210 — Salles G. Lancet 2011; 377: 42-51 — Townsend W. Hemasphere, 2023; 7: e919
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Casulo C. Blood, 2022; 139: 1684-1693Casulo C. J Clin Oncol, 2015; 33: 2516-2522

R-CHOP-treated patients R-chemo-treated patients alive at 2 years

The clinical significance of early progresson of disease (POD24)



Incidence of disease transformation

Montoto S. J Clin Oncol, 2007; 25: 2426-2433 — Link BK. J Clin Oncol, 2013; 31: 3272-3278



Jurinovic V. Biol Blood Marrow Transplant, 2018; 24: 1172-1179

Autologous transplantation



Rituximab + Lenalidomide

Leonard JP. J Clin Oncol, 2015; 33: 3635-3640



Leonard JP. J Clin Oncol, 2019; 37: 1188-1199



Leonard JP. J Clin Oncol, 2019; 37: 1188-1199



Leonard JP. J Clin Oncol, 2019; 37: 1188-1199



Third line bispecific antibodies versus CAR T-cells: an ongoing debate

Russler-Germain DA and Bartlett NL. Hematology Am Soc Hematol Educ Program, 2024; 2024: 310-317



Third line bispecific antibodies versus CAR T-cells: an ongoing debate

Abou Dalle I. Blood Cancer J, 2024; 14: 23



Mosunetuzumab

Budde LE. Lancet Oncol, 2022; 23: 1055-1065



Budde LE. Lancet Oncol, 2022; 23: 1055-1065



Efficacy
endpoint

IRF
N (%) [95% CI]

Investigator
N (%) [95% CI]

Concordance
IRF vs investigator

CR 54 (60%) [49%, 70%] 54 (60%) [49%, 70%] 93%

ORR 72 (80%) [70%, 88%] 70 (78%) [68%, 86%] 96%

Budde LE. Lancet Oncol, 2022; 23: 1055-1065



Mosunetuzumab continues to demonstrate clinically meaningful
outcomes in patients with relapsed and/or refractory follicular

lymphoma after ≥ 2 prior therapies including those with a history
of POD24: 4-year follow-up of a pivotal phase II study

(CR at any time during treatment)

Shadman M. Blood (ASH annual meeting abstracts), 2024; 144 (S1): 4407a — Sehn LH. Blood, 2025; 145: 708-719



Axicabtagene ciloleucel

Jacobson C. Lancet Oncol, 2022; 23: 91-103



Neelapu SS. Blood, 2024; 143: 496-506Jacobson C. EHA meeting, 2021



Tisagenlecleucel

Dreyling M. Blood, 2024; 143: 1713-1725Fowler NH. Nat Med, 2022; 28: 325-332



Third line bispecific antibodies versus CAR T-cells: an ongoing debate

Iacoboni G. Blood, 2025; 145: 170-175



Zinzani PL. J Clin Oncol, 2023; 41: 5107-5117



Zinzani PL. J Clin Oncol, 2023; 41: 5107-5117



Zinzani PL. J Clin Oncol, 2023; 41: 5107-5117



Present and future of follicular lymphoma

Approved treatments Experimental approaches

Frontline
(Advanced)

G-CHOP/R-CHOP
G-CVP/R-CVP

G-bendamustine/R-bendamustine
Rituximab maintenance

Mosunetuzumab
Epcoritamab + R2

Mosunetuzumab + lenalidomide

Second line Rituximab + lenalidomide (R2)
Autologous transplantation

Tafasitamab + R2

Mosunetuzumab + lenalidomide
Epcoritamab + R2

Golcadomide ± R

Third line
Mosunetuzumab

CAR-T (axi-cel, tisa-cel)
Zanubrutinib + obinutuzumab

Epcoritamab, Odronextamab

At any time Radiotherapy (± R)
on localized disease


